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Abstract not available for JP 8507075 (T) 

Abstract of corresponding document: WO 9418954 (A1) 

In accordance with the present invention, there are 
provided compositions useful for the in vivo delivery 
of a biologic, wherein the biologic is associated with 
a polymeric shell formulated from a biocompatible 
material. The biologic can be associated with the 
polymeric shell itself, and/or the biologic, optionally 
suspended/dispersed in a biocompatible dispersing 
agent, can be encased by the polymeric shell In 
another aspect, the biologic associated with 
polymeric shell is administered to a subject, 
optionally dispersed in a suitable biocompatible 
liquid. 
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(2) ^^8-5 0707 5 

[ f* ft * <0 S5 B ] 

1 . £.mmm (biologic) cO^Vh*tfj£g^fc;fc<DilI{£!|*J-CJ>oT. £.®>WiM 
li, 

^^a-^tt^flJcffl + ^lffi^^SJC^^. -mm-®, (polymeric shell) rtCXtttt 

tifts at** 1 i=e«*>«j*w. 

4. i*i3CE«««it*T*->T, xa»tt«iir». gjsis. mm*, fit 
iAt, cte«^sg. ttxaai. fit « mi s. m , tK^mm. 

*&mmm~ mm-is&m. ft&mmm. tt&mMM. 

5 . ffi$iR 3 IB 8 <T> *§. fig ft . 

7. 5a^j£f*#m . 7 -y *#^rfflE»*i!9iiii«^Bf*JT* * . ns* 6 f=£tto 
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(3) ^8-507075 

8. 7 KietB?>fflj£!fe)T'£> o x . y -y m^^m^mmmmmmma . 

(a) Cx F 2l » y - Z A 2 , ^4". 

x = 1 ~ 3 CK jJH<IJ5-l 5t*0, 

y = 2 ; itlix2 2(?)l^. 0i)t:li-2 ; Ulix24(?)^ > - 4 T $> *) . 
z = 0 ( 2 x + y - 1 ) ^•Coe^^SScT'ftO. fit 

A(i. h, FH^^Anyy, - cn. - or riih , r * /i' . 7 

^ * a T /I' IV . 7*^-*, 7 it o T )V , T — IV . 7 IV * D T 

— , 7'J-;k 7/Kn7'J-^> r ;p # y -4 iv , 7;Ud7;^;'(;k 
r ^ >■ y -f ;w , 7;^D7/py/^;K t ;u * y „ 7 ;u :* o r ^ * y -f ^ t* 

(b) (C, F Az) ,JR b . 8 ., 
x. z . At3J:^R{±±ief:|s|»-C** , ). 

y ' = +1 ; ^^(ix^2<30Wf, - lifctt-3 ; iftlix54(0R, - 5 T » 

J = 0, P, A I itliSit* 1 ), 

a = 1 . 2. 3Uli4Ti69, f LT 

b = 2 ( 2 ffi <D J O ) T'S>^*V 2 »i 

3 ( 3 M<0 J ) . 

4 ( 4 fflff <0 J <D i§ ) T & 9 . 

(c) A' - C (CF 2 ) , - O ] c — A" „ * , 
x (i ± 1£ t 13 8 T * 0 . 

A' (i, y y . - cn, - or RfiH , r/u^yu, y >v*u 

T)V*lV ^ T ivy -IV . 7^3Td7/^-^. t ;p * — /!✓ , 7 /I/ :* o T ^ - ^ 

„ 7'J-;k 7 * o r i> - a- . r iv /i y >v , 7 ;u * o r ^ # y -f ;p . 7;^ 
y 4 7^*ur^^y4/i^ r;w^y-<^. 7;i^^D7;i'=>f /^f ^tfts ) 

A> £> 3S !TC £ fl . A" li. HifcliR (^dTR{±±iehPI*T'S>S) S tff S 
it . c = l — 3 0 0tft!). ^Jtti 
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3t 4 1 > 

c' =2-20TJS, 

#5, »t«3l 7 tc f e st <o «§ ^ . 

10. ^BraUi. »2 2A^5 5tit«fi«Iit, Htt*>£.ft#^<offlte^ 

11. u. 75/i. ia. tern. m*it®i. mm&v? 

S y , At « . ifc*f±£ft£<o«g;cD2oJa±offi^^J:9aiR$ix6. It * « 3 
<c 12 Sc o « J£ % . 

13. nxmi 2 izum <nmwL^iX'h^x . £#:jt-£«:#ifcapm. 33 

* 'J - ^ » . mx«ik 4 ~ 3 0 <sco«*js^ £*-r s sin 

. 2-3 OfiO^f ffif ^ttST^^/l-. T U - ^i liSti — t~ )V , 1 — 

3 0 mwstmMTt:^-? &t >u*fr£tzitT v -ju^o y >4tm (m&2^a± 
cojw y ymmmzn-r s ) . 3 ~ 3 0 mnmmm? srir-t -s. h > . ^ur/i^ 

dfl^y^'j3-^ s ^7^«±^^ii,c0fiESO2oUl±^ffl-^-y:J:0Sl)?Sit-i.. ± 

14. ^ « *s & ^ « * ^ * £ . izm t&*> at n 4 . is^jr 3 fcieaco 
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(5) #^F8-5 0 707 5 

15. &ffiHift¥ii . ^^l:#fitS^»f , i Z ti t> eo*fi-£ 
tf-C* 0 . iS&tf-? 1 temmnmiz. *Z\zx?V7 b H 'J;H tt:\t ! JX)V7 4 Y 
m^tfi^m^^ixh . if l fi: IE II 

16. Bi*JSi 5 (cie©<7)«^!fe-eft x . <i . ^^7b 
k y >vm& x v/$ tz\t : jxiv y < Hi^j -t-^r-r s sa . A*7tFy 

J: / * (± >J X )V 7 < N'g-^5;^tt6.1f K. X )V V b h* >J * fc J: 

/ a Jt (± s> x ? < h «tr 5- # * -r & m © , x 7 t h y ^ m a x v / 1 «± 

y' x )V 7 4 Y tt Sr * * # 'J & & . ^;l,7bK'J;l'afcj:y;/iitlii/X;l. 

17. ga«±. 's.^^otrv, s t^ot'y. r ^ r s y , >f y x y y . y V f- 
-A. ^g/n^'J a-2-v^n^o^y^. 7<7o^.;f y, b* f- o 
*?^y. *7i(Svinf>OffSc7)2-?tJl±<0«^-fr«l: yss?$ 

is. iaii7^7 J syt*s, w^jsiyjciea^a^!^. 

19. iai^t/Dt'yt*4, fs*«i7(ciem«oa«!Hj. 

20. ia«r^7iy^t/nt'v(oa^*t*s. »*jai7{cie«co« 

21. at * js 1 6 iznmcr>mf&.mx't>-?x . * y -9- ■/ # ^ w y « . r;Ky8i 
. iSM#^rr/i'^f y . <-tfy-?y.*oyiK y ■? v * o ygi, br/n^y 
Wt , b7^Dyii, \mjy, f^fxh^y, * h -•J- y . ^ff y. -t a - x 
. x y r y . ^yn-yy, ?T-ivfii±. a -f-zf-r * # a . x * x h ^ y , y 
Ay, O'jy, y^or^xh^y, r # n - x . # -tf y ? y # a % 

*■ y . ? ^ y . y?y#A ( gel lan gum ) , X?yn^ (sc 

leroglucan) . g iX^<0<f«^2oja±Wffl-£-£.J:ySiR3*1.6. -tl2« 

22. ff^Jl l 5 iztim<r>m&®iX't> -> X . ^^S^ffi^ i^^f ^ ySitJJ: 
rjf/g7t(±y'x^7-f K«^itt§^«!if 'JTS/K, x*7tPJ;HtiJ: 
t^/itliy'^^7^ HU#ttS^)fi!if^7f H, JS It X )V 7 b h y IV £ 
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5ilfc*'Jt Kndfi/iUf/M^^'Jl'-h^ & 81 * rt*- 7 t Ky^ifiitf/ 
itlii'^;l'7^ FSSr-a-^T-r-S «k ■? fc« » 3 ft * 'J 7 7 U /UK £81x^7 
t h* U £ is J: Xf / t it *J X ;U 7 -f K££-£*-fftJ:3t;Hlgfili£ft*:;Kyjc?- 

* * if- v y v . mm**-? t y v frmts ZTj/ttzteis x^y < h'i^ttt 
si^cfisn^^yr^'j^rs h. iix*7tHy*itiJ:if/ifcii 

>Jx>V? <t HiJtttS J: oi:f t?tifc^y t*-;i,tD'j Ky. i» SB * ^ 7 
Jfl/y/'j3-;K J: tf£ ft $> offS?) 2 oJa±*>»-£* J: •? a#?£ ft ft , ± 

23. it i k ie « <z> n a ft -c & t . *«c«. k*. r/u^fy . mm 
, -mtK*. ~iHti£f&. ^y->A. df-feyy. sisftg^ -BHtMat. ~ 
&itmm* a , fccktf£ft^ftso2oia±^*ai^tfcfc93giR$ftft, ±ie» 

24. angL/siS^^^^'x/i^^-f Kg-^iistiSEiifcj: 04«$ns, as* 
« l <c is m <r> & & ft . 

25. 1 lcBa«0«j*»-C , & o T . £ftS#J ft ±ft 

ffS«2-pja±<oi^t j; oijRstis, ±fe*a&ft. 

26. If 1 K IE ft o T . &#^S&y:iS«3rftfi T^llliS ft. IS 

ft ^ W *5 » M , * fc« £ ft Offl-^-ti- J; 0 MHOS ft , i£ ft « tt H u# * ^ tt c ± 
0 iS # ^ *S -S- 1 T v% ft , ±EttJ«*. 

27. 4Vb'tf&3g<0^^<0£fti?#J^P®l:frj£-C*>oT, ^x^7<Fe^t 

* KfcAfcift£#3fi^ttftf^£»£ffi&^ftOfc£#&B*ia, 
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(7) ^^F8-5 07 07 5 

#> £ ix , *LTm^S*<0»iffiO±#£Jii&10$7oyWT-C£>4. ± IB * & 

« 

28. *»S*)i»:£JJ! 1 5 Z k «k *) £4 , *f*#C± 

29. til«at!2 <D*iM£*fgi:&le!aJj--r & £ i: J: 9 3:4 . ttm^lzHo. 

mft®m&&m? 4 urn . 

31. If 8 fcK*<DttJft**tt*#fcS-*-*- 4 Z t X 0 =5:4 . -fVb'tfTlK 
32 . * * 7 - ;P ( taxol ) <0^>-h*#iMgffl<Dfflj£!RjT'£>-?-C. * * V - /Hi 

33. -f y trtfinsifflo 9 * v - /ko US ii! ;£r & -e J> -> x . Bf i^ft*^)* # $ # 

fiWifeMltfciSi^sfettJctf-r^ fci 9 & 4 . ±iB;fr$£. 

34. l=t&£- Lfc ^«tttl©^ 9 & 4 IBM. 

35. W & * O ft 3c « 3 4 teIE**>|llJ*ft**t*#fi:S-*-*- 4 £ fc J: 9 =5r 4 . M 
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(8) ^3^8-5 0 70 7 5 

*&wit. ±mmm ( biologies) <?>a yvx&mizm-t %> . iowikuo 

X , ^^KffJ(±. •ffcSfl.***^* (polymeric shell 

) J:: *t L T ^ 6 . £^8mf2i£#^58gJr{;:*£ll-LT^.&a», J: 

s'J^s^^v^t, s # =f- m. iz m & l ± « h m <2 . &ti}&&*8-&tt 

KMK Mr* JjtflFM) {c «fc 0 « 8* *> 4> ttflfc 5 ft 4 . IE S & £ Jfil «*» * *. it 4 M 

#mi« <ftswtc«iii:@8s^ny) . em« < Jianciits 6 ~8 

5 ? n y ) . tsXVta.'frtL (»I69i:iiIgi~3 S^dv) a** 4 . .r ft £ <?) 

mi « ma a* ^ < a *fc sis -T4 . 10-155? 

nvja±tf!>**$<o«/hjiitt (nn?R«iisfi) &~r 4 t , as*«M 

f^ii^'^^t^tK^fco, j^jm ( -r is* ^ ) ^ma^jeics* £ 

fc * . Sfit. ACS 1 0-1 5 S^oyHl^tf wjfS^^wftAliSSit 

6 (i ft Jf & £ & „ L*» L 7 ~8 S ? a y*j9^fi?oSiBftlitt8«?ftt* 

«tt!8j«<Oiaiifcffiffl$ ftT § . 

Strand) h (Microspheres-Biomedical Applications. V V A *7 M. (A. Rembaum 
) 1 9 3 - 2 2 71. CRCJ11M(1988) ) {2 . Sf Ol^lif <0t-f 

ZlZtiUfLX^ZZtZHmLX^Z. &-)- J * - Y )V (nm) h 1 00 nm<D f£ 

#4. #>2S?ny5fcSf£7)©^»2, |»||t/ttR^«)^Mtt. illlM (RE 

S ) 
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(9) *ff<¥8-5 07 07 5 

( mmf$&ftm& imps) Httautiu) tzx *) , ^km*'^ 

& * 14 , »B07^D7r-^»:J:iJjiraS*i4. 

>{4»SRftW-rSC:fc*i-C#.S. 0<l ;Uf . * BI # If 4 , 073, 9 4 3 f li. 
flil # ^ & » L . #Bl»yflg», r;P-o^i?X (pluronics) (iK'J7Dt^ 

«tt4*««84Sfi«LTVU. PCTBH&SIWO 8 5/ 0 0 0 1 1 *ii . 
AT*fett»llia*ti=jitfc*#$**i-4, 'Jvl* ( Of f 5 U * b -f ^ 

sa«>h«j±, mmt tiu&mmomftt Lxxwuztz&znx v>* . 7;^ 

$y<0fit/hSR#. Mtt £ fcfcHt^WlRlif K i 9 WSSftT v^S . JRXttfit** 
ti. 1 0 0 °C ~ 1 5 0°Cco?ajKX*xv;l^^3 >- ft L *: il ifej ( 0« ;Uf . IROiitf 

Sr^^T'^^ L . S#tS. U - ^ (Leucuta) t> C International Jou 

rnal of Pharmaceuti cs s 4 1|: 213-217 (1988) ] {4 . f&Sfttfit 

* ® <» m m iz o x IB m v x v> * . 

ft ^ W 31 18 L fit 'J> 3c (0 M m 1f ffi T (2 , X7^y 3 y|;/;^;l'7/l'ft H 
T'J&JI LTga£SB« tfctt, L«#-$-£ . U - (Lee) £ [Science. 2 1 

3 £ : 233-235 ( 1 981) ^ H X 1/ z^m^ff m 4 . 671, 9 5 4t <4 

. z ommmiz^^xmrnLx ^ & . mm-iSitrnKcom^ 1 1 x <oie!S/h«« 
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m 

i£ -f 4 -r tlJtl*^. «>t'*i7/^'3 y * ffl * com (a n&ffi t tiltM 

X'l'tJItttKilit*^, *4 9 111 & . £ ft <*> 

liaSttft**^*fl:^*<ofc«fflS*i*£*i^<o«iK < H£tf?L<rt:M > fc J: 0 
. L tf L If *B & T U /l- ^ - S IE ** 31 S i8 £ S ft 4 . *->-cai«Iiititt»tt4fc 
tol=ttffl$ft4£*«JH*>T l^af-ttWflsJHfcttTStf* 51 

£ b 4 . 

*f-X^*>"a:BI*flc (^fVi/Xhy ( Kingston) . t» . * IS ft ft £ 5 . 059, 
6 9 9 f ( 1 99 1 ) 3 . f LtrJ/filXf/KVi'i - ( Mathew ) & „ J . 
Med.Chem. . 35|: 1 4 5 - 1 5 1 1 ( 1 9 9 2 ) )<7>P18!p5j* J ?>4.*JStt 

mnmm& &m-r 4 . l^l, £ *> ± 3 . mmmm.<na x h s-±#$# 

. #4 t < =5r ^H^ffl*J XV Si fc*±T L"l'*-KJ6*flJft L . lIRoltAifi 
T$-£4*Tfg1±i> £>4 . 
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(11) ^8-507075 

n-r z - - xiiftmb^- & h z t . zni. o mm nstm&t t 

T{±, (a) -JKW5r$i}JtiLJ8& ( il # w Ifi jfli , i3 «t I/Utt n fk&om* £ m o fc 

. (b) gttWOfhDW. £fcji#f&«f<0-fvb** 
tf)Il»CD«t*K ( c) 4 y b'tfT'cD* Jflliffli8f^88&'v?>iSSi*i£ . (d)flcSttftS 

. (e) W3Sfg!&*Oll8&£ fclilftftatttt. Hit/ (f) T n * *B 

11*12. mmmnm'jr . -r a & as ( ajjUfciSH-r s ) , 

«^ (t«t«l»l:gat§) . (?§jfiitt«:jfli«cea-tS) Sri: ?>a* 

jD3*6<7>A*£>-r. 8#»SSi£ il»-r 5 #IflL3RSr«& L . ffl 8S <0 B? 31 M ii £ 

m^x. ±m.<^niLm^^t:mw(Lrz^.^<7)mssiTit . ® m m t s m m <?> kh *r m 

ftftfctt-r -5 SUSS:-- X#£> £ . JI&fHMcte. HfStOtim i: $ 
*«tt, £fi. Hutu: PSafcKS**** 2tfi*iS-C# T . zixhcom&T 

( non- P yrogenic) t> 0 . 2 5EU/il*I) tS>5. $ ^.IC 

&mcr>mm t mmiz&m $ mm it . i«k»tn8«, nn>f Kttfeit^s 
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(12) ^8-507075 
SHE. lltt^)Jlll?ffi*Mii3£^f&)S(C<i^ < (intravenous fluids) ( 

m 

^>3o-f K<i^ac7)M^S:-^fW(-»jE-r IB «8 ^ CO K US <0&ii d 

* * L<*^«flsffl8J:tf/ifctt7l';K-R«4«i^'P*->T 1 * 2£ # 

ffltt <H*.tfiE*$r£Jl***) fcI*LtS4tiit* t JfiLv>IlSttft 
*t Utli, 3 4>fcJt»H*> «fc 3 tcmm-m&b h . * 
nttiW., *#$*5j:tfKg) , J: tffl&tf>i*iS * , a o o«**»t^rfiftts : 
t 5- * 34 -T £ tz *h> % jtl^^JJiftlt^B^S^lif* L v> . #J i. Jf «: *& « (± . #t< 

n * a £ & £ * -r •& xt/mm) *>\ « <r <o aii na « & (-r^ 

im^iiis (mr i ) ttzii&m^&m (nmr) wm comma. &Mm- 

(CT) £&TV>&. Sft^«ffl&T*ii. £ ^B!ll!t8UiliiS^*ai«0 7-O r- V 0# 

ffi tfil II X' h S . L*>L, XJS n y tf a - ? -BJrJfSSB S £• *) . MR I (J^f^y 

o 

. 9 •> -r A— ( Lauterbur) ( Nature. 2 4 21: 190-1915(19 
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(13) ffSt¥8-5 07 07 5 

73) ) lz£r>ffl%ztltz. 

v>#st ( -r hmxiz K r -t & mm ) mn-r s t±#> kx £ ©jr-t 

S # S ** S> S . 7ot->'(iDf^|:li. ,1 iT. £> <9 & lilfX7 ( tesl a ) ( 1 x * 

= 1 0 **? V A ) comft*-? 4 2 . 6 MHzcOSiftScT BU J* * fttt»»t*. i <7) M 
MftTtt. ScSt^tOSclt^-SI&a (RF) /^X^JIiSt, 
(fiJ^HIftiiSJt^^-itiJcSl-ftS-li-Tg^JS-ti-S. R F .x <D & Ic , 

mm^^-h^^mmn. 2mMftmm* m^xwtwt* n & . t, (*8iif»B#fa 

iBSIBT** . JS2<z>T 2 (Atrv-*tfy*g*iB$lll) ji, *ttiiffl«*>**o 

mm.w>mn<ou « <r>wm. £v&m<?>&ftmmii + 'ftizm»z tix ^ & . 

*»4>*i* . MR iiSICttlHWeiltf^tfSrV^ft, f«fi«tti«*^. - 

ffl^co3StRW^ic{cra t-cji, m r i ax* a ye i-^-Bfa^a 

(CT) J: 0«*tt*«** v^fcj»i^,ii-c v^4. CTtli. x ta«HGI8:o* # 

MR Mi. M»*«»OlBO;b-r A»<&ftS-(fc*W*J*l= J: 9 » fi ® O S £ K SO 
Xtt*CT?tttftfflTSftvi£ft&;|*U-r*£2:«(T*6. i ii b It Wt L X 

, c T^x&jiSiia^i&fiwm? s . MRia^i: 
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(14) #aFP8-5 0707 5 

■Cti, WSfftfXSW. •tSS^B. HBRSrii®. liy^Uffi, i* «8 ft JlH M 

mm. sf&mmM.. xmmwm. hhkibjb*, + if*** 

S (Mitf . I-f*"?! | 'i:75? (Edelman & Warach) , Medical Progress. 
3 2 8«: 7 0 8 - 7 1 61 ( 1 9 9 3 ) ; X - -f )V? > i75; ( Edelman & 
Warach) , New England J. of Medicine. 3 2 81: 7 8 5 - 7 9 1 1 ( 1 9 9 

3 ) *#JRH . 

jt&ESO-rS^i:»iLtfLtfSll-e*S. 3^»l:J:<7o V > =s ? 1- )V Z &m~$- 

h U T 5 >" £ » (Gd-DTPA) Ji, 55«<0**f <0/o h VTJ»^@ 
ffi 15 T * # L * J: d K . SUtt^S'fjr^ ( 0« £ (f . Gd. Mn. HXX/Fe) tig 

fitMR i it ay -e j> & . m*) <7)*.<7)7u b >t tUgiomfflz mm? z zmniz 

M) ^iAf SCtTtS. £<om2<D:fr&S:fflv*.&fc. a»*l*«JflLfci: 

ttJ:: £ 5g "C & 9 , ffl *8 i: R fl5 L 3: h $ ft. S m \zm$i 

#3fc3rtt*U£ % ^> =3: v% . 

(tflcwt l:gf StS^ft) * S ** M R I jt SE <0 a i: UftlWCl 

o X . flfi^vSIS^MRI^ ( (A i. If 7 •/ fit ) c7)ffiffl*ifl-5&T'*l». a * o i£ »r a 
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(15) *!fSHP8-5 0707 5 

m&v& (mm. &.m&&£V3 ye * - ? -mm&w ) iz 

a if zb&momy y it&ttt.*.m(?>®mwiimztix h c sp i e , 6 2 6, 

XIV/PACS IV, 1 8 - 2 31(1 9 8 6) . 7 7 SSfif I*f*l(: 

li # £ t 3: H . 7 y « <0 ffi ffl te * T ft h . 

R tt 12 . *}SttTSot xv^y g yjr^tt* >: S « $ ft rt: i¥ «o 

^i?syHIUni, 2) is#Stt^-y-'7f^yy'* 5 XinL-c^s 

. 3 ) 

?L^ffl^#ffi-«tt^^«fflt-&^^){cru;P^-SjS$r^^-r«»'5rffi14((?IIi.tf 

. 99 v ym9*?m&i' is > ) a* * s , 4 )i*iiiig7jKER# # 5 ) 

£ L^^^SSSO (B*. a*. ifcliJUIthLT) J: x'x 
il,7 ^ Hi^^ffftCJ: £#JI-a-tt!B5S|-e S> 6 . £ 8 JPJ tc fit L 

m(Ot:iblz*5tWcomi&®lt:tiim-r2>Zbte£*), £ 89 M £ , 08 ;t tf IE & =5: £ 

/P^' a y*cr>£.mmM£&- l 3--r %t (MiK. J-Vy (Norton) 

t> , Abstracts of the 2nd National Cancer Institute Workshop on Taxol S T 
axus, September 23-24, 1 9 9 2 fc#JM ) . d<O < £53r<k*0'<D3If£!B!ltf>:K 

# ?S 9! <z> SO to BS v^T , *5&Hj(c^v^PK5a^* ^"o b'y (Hb) 

mmizsfm WHzmar-r Z z k ifi , 8<K|;ti:-f Ltfg?H:5l 
jiSft*:. * H c7) ^ j§ if o^^E i/o t'yfej£ft{2 . # jfm$ * <o -sr it 14 's * 
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(16) #^F8-5 0 7 07 5 

— ;P (taxol) <Oh h-^COAMft<J ; 2:^^-i^)2 0 0-4 0 OmgSriMg-f&Ot;:. 

? tc&msimco&ii-tfTii&iz* & . 

n» («iar. iff is. ffi, u 3"**iJ:tfm ^-tticT)^ ^ -^*>-^**Tsr«8fc^ 

S . ISS^-y-y 18 (RES) (#^A«HBB (MNP) it 

ix i>mt>tix^& ) fc =t s s ? nyt-f x«tS7 -yjis-frtfjea-^jRostt*) 

i*Hti«?liS. Jff&^BSia&fc'tfOiaiSii. jfta*»6^3ft«Hl(«iar. 

«f*x&. ; ti ^> o j® ti r e s . SMC y >'*mmm'p<?> y 

WSfiniRESOiHIli&fcS-fr. {£ ^ *IBB<0S ?n^t>f X^tH7 vf t 
#?S B Ji?) £ £ & HSt®«^ii . Gd, Mn. Fe^r if <7) # SB tt H 4 * >- li . £ 
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(17) &3HF8-5 0707 5 

mm* *> (mtiiTA'*ym) izm^t. gwkmr i & &mt lx mm* ti 
i ) §Lmmm*&^^ h m ft *Wi<n>mmito. 2 ) 

x7;l,y 3 yfcJtl!ELt?c^tt*«|Sl±LtvUI^45DSJiiiJ. 3) RESXift 
e?iJi.tf, ffF » . B* H . » * if > . 4) ¥L -fc #J 3: ^ * < ft T . T\s)V*-fcm 

X V» 4 . 

Kk^tli) . c %k<7>W- $ * * t . lift 5 ~ 5 0 y * - 

B2tt. fSftiitt^^^^yalzycomm ( « & <o ft IS ) fc . *&nj§<7)^i§ 

*>. Ilfltfl-ffcOlig&fcLT^t^ (Hill) (n) <tj^^7) £ 5n -f . 

|3li> TnAf iJv?i7i??-Tfcil. 7 qM<7) 2, 
U-feL--h (2, 3-BPG) T S L * tfe tf> . SSHi*U\t/Dh'y(?) 
( l£ 18 tf> ft & ) i: . ^Hfl^^iStt's*: ?u tvflsjftttfc**-*- (H 

tKottis) & s is a & -r . * & « ^ & -ft ^ * b- v ftf&#comm 
cot-? mmnx-^Lx & & . 
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(18) ^fl¥8-5 0 7 07 5 

*&wizt5 , ±%}&m (biologic) <o>f y t xmmeytzfrcomi&mw* t 

^i^^^itftWcm^izm^ft^^ti.isft^Wiftizmnffiizm^izmt&^^ti 
&<7)&izcomm?>±£ z urn 1 0 5 ? o > ar t $> 0 . 

rt, *iffitl*K a&ftrt, sllrt, "SAW. ^WW, &&ft*K (iSBIrt) . 

*»9!fc*jv*T, r-t^g^jj t^dfflgfi. xa*£ttft*r mmm 
. mmm. vcw&m. m±mn. «iao«, fit«*«as. etsaffK tasnnffiso 
. fitffeM. fit ^ ^ ifa s»j , *3c«#»l Bssttai. sMf^«f*. ft&mmrn. 
ft&wmm. mmmnttix. 7?-f->%t') , i^m sg«&i£i*8k 

* St tt i& » *L &fci*flt$t&l0*i|-) . 4**3: if *S*-r4 . 

# 56 BJUc is ^ T , rs^oyj tV»offiitt, 1 5 V * - h IV <F> ^ ft <?> 1 <0 * 

*&wnmmiz&^Tit ft &&Kfriz^ < ^fr&±#m^&mmwm 

MZtLZ. r^^jf^ftj i^3ffif§(2, % CO %>} H A % ti 

. y'A;1.7 ^ Hg^tSS^L^S^ISttt. % <T> « Jt X y b H U * 
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(19) 1#^F8-5 07 07 5 

tzltisxfry < h**§-££ *-f 4**W ( & 2 ft ) £ teffl-t 

^^ftJi-S-fiSaefr'MSrx/i^fc H'J;i/iStli-;^;P7 * h' * £ IT L , 
<«£tf8#*BB»l»0>l*fl:«>i8»i: Lt ) ««| ft. t =3: (f . aSW3r± 

TrVT* $.y ( 3 5 te^is x^r 4 > mm* 3i*t h ) . -f y^'Jy ( 6 <I <0 X 
7- <4 ynmZlft & ) . ^.^E^ah'y ( a , fi , jl x -y h o £ . 6 <f <0 X t- 

f 0 > . a-2-7?D/a7'jy > 7^D*^f f f- u * ? ^ !x , 7 4 

/'J/yy^lf, & «fc V £ ft ^coameo 2 ±<o J> S . 

a -fr t h & . v ? o y r - i^m^mmiz x h . ^ittMM^Sf ^ 

ft tf> £ „ &ft<7)*y°V-yX'fo&a-2-^7n7u7V>$:ffimtiimi-&Zt 

t . iS#^£Wt-£li^^f£j£^fta6^&#&<i*i-e;&&. if'JT* 
*u 3-ji< ( 09 * If , K 0 4 ft ii ft ft 0 ) . *Uh'-;P7;^-;k U 
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(20) 0 7 5 

4 $ * & to <0 ) ftflsfc^Affar**-?* & . 

. «M («itr. *smk te^idi. aatv*. ^u-r 

^-y^j*, IftUtt*?) . 4-30|»K*If*»t4BB«. 81815? 

?o^*-»j-v, h*x.*, *>y*£y%x) . 1 ~3 0 <ic7)^sis^2r#-r siiis 

I^li^flT^3-;K»lilf, * /-frltZ) . 2-3 OlcOffI 

xf-^$rfc*) , 2 ~ 3 0 fflco^^S^ Sr^f 6 7** * , r'J-***lii«x 
- -f ^ ( M t Jf , yif /kx — -r;|^, f h 7 b H D7 7 y^i') . 1 ~ 3 CHI?) 
K*IT*t1'irrt'#A'j!fcli7!)-A'Anyyft* ( *> J: . M B* 2 o Jjl ± 
iOAnyylBll. 09*. tf, CH3CI, CH 2 Cl 2 . CH 2 Cl - CH 2 Cl=5r i:* ) 3~3 0<fC0 
**IC : ? t **-i-**h>' ( 0« * If , T -fe b >- . .X f - )V X f - A, y £ fc- ) , # \) 
T 

iv 3- v y ? V a - )V {mm . X V 1, y 7 v a - t' ) , £ Ji i a 6 *o 
tfS«>2oJ2l-L<Offl^-£#*S. 

i&M-t h cr> £ Witt h . ^(OlSlilSe^^i'frSfcft, -IfUiWiLn. 
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(2 1) ^^F8-5 07 07 5 

& «c 4> <r> m m «j t Lxmmztiz . «g«ft*tt&«c, ^s&is 

*. n m « -ft l * r s smmm. mmmm-K, uie^i 

*. BH$*s«ft t M«*ff«ftU!t**fl:ft^*«. 18 f$ is « ft L * 

a* 6 a ft $ *l s . 

StlSr I^Tt«?fi5. S^=5r^^^^^f^«(;(i. 2 o CD # « JE^ & & 
fflv^ix* „ t-r^^lL-fbS^i 1 ?. &^S8#J£SS**8?& + J;:#1iS:3-<±S„ ± 
fig L *: # St % £ , Kl:y'x^7 -< K e J: *) {t^mizmmL&fcfcZ it & . ( 

& ( acoustic cavitation) iZ X *) 4 * § ix & .X - - * * ^ Y \Z J: 0 „ x X r 

^^JlSSS^teBllS-feyh Unv (centricon) 7 * /t- ? - 1 

0 

0 * uVfo h V ) J: 0 r iS S ft . iF3& L Mtt 2. fc I3.m*%.fe ( microbubbl 

es) {± . jE%%±m&&*£t:K&w%mmieLizmmmiitLZ. mm. z^x 

JLtVVy (Elzone) & * ? * ? - X' fh 3D L fc . 14 ^ -9- -f X O # ^ <± # # iz & 
® tzix&fk ?c?> •*)■>( Xcr)& Wit . 0. l~20i?DytJ4, ifa^t^Xg 
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(2 2) 1WP8-5 070 7 5 

0 0 0«7-y h /ci2<?)«IT A 0 » 5 0 — 2 0 0 7 ^ h / cm* CO © B 

-e coshes * . mmiz. ^^mm^^.mm<o^iammit±^ < 

U -x*/H?-«U 2o<o?SW|iI<7)ffittwMl:iEJt«tS. -f 

&4»«s»*tM±, B Wco£#^ cole. 2 o<OfSE#co#iB-ecoS/h 
co 7 D -x & S . -t=5r^*>. &tt#*> * Oilfc&^PIJIcofl-fc 

7;Hn8^)iAf/H 2r«ffl-TS^^. S fl* « # S *Uf J: 9 
^ffitti;* 1 ), -T^ri5*>x^^;K7)^3Rll^S:^Jtx h b , £ ft co * 

t;P) tiSil (820X;) TiifitD^itf. .rco#fiScJWe#-ei;iiiS#^&& 
US* 1 ? (polymer shell-coated particles) CO iS JR^ *< # h tl . <I ix *t L 
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(23) *#Sl¥8-507075 
iAf;H Tli«*liJ8n. -t&fc*^ *> h 3 JK fc: & t . K IR¥ i« # ^ 

^^-ft*«. x *) m% h . mzn . 2o*)*&#<ofa?>#ffi3g;ft (Ar) «i 

JD $ * & T'#> ^> 5 . Z fitter ? >-SX^^-C'IIIS<=«^ $ ixT J3 0 . 20-CT' 

(i(S<=5ri». ^^^ffi^ffittiXJf , (cavitation bubbles) <7) jft # # J: 

DSS^WK&S. 3 h lz%>m&%Q.m^i£<0®%Ui , X-J*-** is Y- (HO,-) 

£ b£ a js fc is re & . * ->t- y £j£&jg#±#-r a t . m^mx-cD-mx 

. XIV 7 t F U ^SttKftiftlE ( -T=5r*) *> , it X >V 7 < V **± 

i s . tot, m&titmati5ti&f>&ftme>mftfr'o^x\i. »jr 

iSSCJ: &a®5S*^)^-fL ( £ ft U * O tt t 81 it <0 SMt: K 

K«k£i«#^<9?SHgT'*>S) tfD2o?)2&&<Djffl-S--fr#. n#?Witem%L? 
H £> •§> o 
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(24) #«S¥8-5 070 75 

«5S^ny«8i-?*s. ;««|«SE^t^#|!i«, ± ft H SO <o j» IB & 

fc U«, X X f ^ < x - t- )\s , ^ P ? y , /iXf/k T 5 H . 2S7i 
£ fi 3 IS T $ y . 'nSiXf*, SSixxf/l'^t'A^S. CKOffifl-^SS^Bi 
Scoter KSSL^ftfJfcti. -£fi£»#^- (^'JT/Kl/y/'J 3-/1, < ffl *. W: . 
II & * # fg & U x *• U y ^ V 3 - * ) . XW-)VT)Va - ;l> % *'Jt K 
o ^ x ^ IV * ? 9 U !✓ - b , #!I7^!)*I, ^ U x f- 3f * -9" V U > , * U 
7? !i^75 H, 'J h* - )V t a U H y £ fc* ) , U y fl§ S ( M £ J£ . *xyr* 
itfra V V (PC) N *^7Tf y/U^-Zl'Tiy (PE) . *X7 r + is 

iv4sisv->v (pi ) . ^7 ^ y^sxijy^i') . se (mm . s* > 61 

ft =5: i:' ) , #UlT-y*9-fH < 0tf ;Uf . r y r y . -b o - ^ . r^fxh^y. 
r/nfy»* ^hty. ^7^y. t77^oy|i4i') , < t ¥ « « ft K * (ffl 

as#^MKWt£^£ftfc&»L*:±fti?8<li:V>3 - ««±Ht*ti-4 3£« 

fl-^JRIi. #Sfc#J + ^£ftSS#J<^S&S]&&£^*i-&£fc**-C£.|>. *> 3 lo?) 
*-f £ftS8JW£ #?Bfi:fl-M*SE ( « * BT , ^ y -t£ y ) + iz mm L X 

TUkZ&i&Z-t . XST a-^'J-XAMfi/-^) 3 •£ 

£*li£SSft£«&f£*£$-t2:T&£L*;, ± ft S3 « ^ @ * & S 
!S*T^TfcS.CtT.{cJ:»)S^ z F3-h{cH*tLfv:±ft®S'Icoil*«S:^r-r§ 
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(2 5) *$3H*8-5 070 7 5 

aai3*i.fl!^Tii*t»'r*wv^tt^'*^*f*jii«ft»«i*ii*-r*. 

LtaffCiO, m<7)&ftZJ&fli.-f h . **v»li. PEGIi, 

* S . 

SJt^teSa^»*fclS^-Sn'r#fe CTT'^-a'***- (Abuchowski) & , J 
. Biol . Chem. . 2 5 2 t: 3578 (1977) 3 . PEGIiifc, 4 > h' 
T S K £ iS T S tf^iSr* 58 tf-f U y MIC tt* S ft T U V - A «o j» 

a 2 *JI £ 0)£ LT § it (?'JA/7 ( Klibanov) h , FEBS Letters, 2 6 8^ 
: 235 (1990) ] . 3: *> *> , 9i1SL^Sa^cOM^OPEGco#A«±, 

* «o n *K « si n*ltl£^ . -rotting, £ 18 co ?t i% im * i^ < £ at # 

5 ^ , m&~ h a 7 x — , M/yl/-h (tresylates) $r if tf> * *S ^ tt P E 
G 18 3$ fls , HtPEG-Ti>, r$;8l^f*, th5y'F, * - /l' & 

t*co^^ttui»f*:TS) s . p e g - mm-&ft?Wiizitmmiift? & £ *) t . 
i^0«is + ^#ft-r & ci k &=?>mz tih . p e g fc j: s &-fr?m<?>Bmte . 

f^^lEf 2 lifts 6 c t #T-# S . S4»3i=5r*&l4 . 58 «0 ft* fi£ ft 

ft 
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(26) #^F8-5 0707 5 

■fr^Os AS « S <0 £ ft SS JPJ £ JB L£ 0 . fe&m<r>S&& £V : m<r)3zt£3.til&'& 

. mm. mmm < -r * - ifyrmm > . aim (^jaft^wi-asiss-tf*:^* 

^ofc'y) , J:tfMP*»**ir<0£ftlS*«J6J8Bl*M::, x * > ? 'J - A 

i ^nmmmmizts ^x . iao «t 3 tcias Lfcx#?s<*. amis 

ffiSix*. *3&^«*ffifc<£ffl£ft£ig3£1xft«<o0<li: L X it . 8*31 («i 
(f , r-febrsy^x^. r^tyy. 4 7 r u 7 x >• . =E^b*tjj:r/cii4> 

. * I* tt # x (^oro^v. x >- 7 * 9 f , ^ o -b >- . ^V7 

xv**s7iv*?>. wwutmm* z ) , 

Xf >, thf h5^t/'/n( traxanox ) 3: if ) . SI £ ft « < « £ 

Jf , * Jj" -7 -f >- ^ , Xhl*-7°b-?4z/>. ? o ^ A 7 x — 3 — /I/ , *7rOX* 

yy. rvti^yx, - >- u > , f b^toyy^i:*) . Sioa < « * tr 

(01*. if* Vyr—i/V ( biguanidines) » * )V ^ V . X yl^ * ^ /l- « S m & f* =5: 

t') . irinwm (Mttf , rv^f'JyyB. to^f * v is \s i; *s ¥ 
) , fit^JdEffJ <faj;twr , rnr? y o-/u, r/1^7 x y y , **<,y°u su 

-)V ( oxyprenolol ) , ^ 7 x 1 y , Us ;Hf V $: 4f ) , .X -f o 4 KtttaifeJE 
36 < ffl x. if . n ;P f- V y . ;n H o a )V + V y , -f * * ^ 9 V y . 7V H - V n 
y, rVH-Vy. 7*7f 3-f (fluazacort) * if ) , * X r o -f HttStife 
*536 ( 09 X. if . OF^^yy< 77*n 7 x y . 7S7i-/y ( ramifenizo 
ne) . tfo^^^A^r if) . fit£r£ftJW ( 09*.if . TKUT-xMv-y. ? o* 
X7 7 S K, T 7 1- S -? 4 is > . •? U * 4 is > . is * T J )V b' is V ( duanorub 
icin) . F * V 

^t'v-y. It/Vt'yy. ^VhV^t-h. 7 * o >7 7 v- 
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(27) ft$i¥8 - 5 0 7 0 7 5 

)V , # /l^ A 7. ^ y ( carmustine) (BCNU) s yX/Jf 

^ , X h ,+T F .. >f>^ — 7xU^. 7 i *Xt U ^ ( Phenesterin) . ? * V 
-A- (taxol) ( . r ^ ^ y-y», j k vo fflHIi. V-n^ 

SiKlt^roH?'^, ^df-9-V( taxanes) . tSltftta?*'/-'!'***!. 
#J £ fcf 9 # V -r V ( Taxotere) 3r if £ -f & ) , *yrhf ( camptothec 

in) *?%<r>mmW ( Z ti h <r> it Or® it . 7<IS # ^ (c *f t T ^ £ SrlfJfeft # 

*>h) . h'yy^x^-y, b'y;^fy. ts J: > ft St * % #J ( m t 

if s juxhuyy. ruyx^fuy, ? is y * y% f ) ) . ^&&MM ( m 
in. yyywy. itT-e*J*%z ) . PffcvSftffJ ( flu * ff . d n a s e . y 
4 J** t' ) , ^igfEifctt ( «i tf, igf-13-FM, ^VIHB^3- 

ks?i, siixb^ n - h ie?ij . Tyj-±yx??is*i-Fmm%t') . 

JW(-fy*-cM*y. -fy^-7xoy. 7^f y^i: ) . ft & £P 3HJ ffl ( #l £ 

If. -»)- ? a 7. * D y (CsA) % T 1T + 3f 7- »J y . i/'Jt'>. FK 5 0 6 , 7* 

uF-vvfcif) . sm«tt#7. (fiitf. 3e*. mm. rtu^y. mm. -m 
it^m. -mitmm. ^vvj*. *±sy. &mitmm. -m<tmm. -mum 

m%b'. H £ZS Zix t>coi£Mcr> 2o«±^)ffi^t) . i ffi <r> m a vS ft « © ( 

09 £ If . ^ ^- i^' >- , S h^, t'tf^>- (visadine) , AD^hoygf > T 
y h 5t-f 7 'J ^ ( anhracycline ) , I'jrf y/- ( el l iptic ine ) , y V it) 
jy (benzocaine) „ )V t' V — )V m & =2: if ) 

(miii. 3 — Y it 9 9 y . An ft — i$y ( hal ocarbons ).\sSV??4y(r 
enografin) * if ) . ttttft|»*!| ( « i tf , iS 7 -y -ffcifc-fb* Sit . Ji i§ ft ft ft 
GdDTP A, * ft # m ft -fk ft =5: f ) . is J: flfecoftft ( 0« i. Hf . T/P 

=f > . s*. -mit&tm. -mit&tm. m/^a. df-tyy. ffis-fb^m. -is 
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(28) 1$*i¥8-5 0707 5 

&zfrZKtem&toiz**®&cD®nz&m?zmjjiz$>z.*&wizt5^xit 

\zmmZti & . j8#MS**ag£ffl^T . h H U t:\iis XiV7 4 H 

iitt a ±tt)i£-e^if r ;u ^ s ^ ) <o + . 

^liSl 5 #f*SiJ CIT, 35 If <0 ft \t . * 

/h»*)*;bDK:#*S;fc*) . fi?tt!H«f«attaE«^>4>(=SIK(ca 
vitation) £ il ^ * <Z) & £ f& £ $ -It h Z t IZ X *) X - ^ - * * 

K 4 * ^ # £ fifc L , in*>'^/b7t H'J;HSJSfl:Lt ( & <t / * fzit . IS 
-f Fl^ttl.tKtfcJ:')) ?5#^£9ififL-C, £r S <0 IE x 
X^7 ^ Hi^JfStS. 

/^fc j:l^h HnJf y/H) fc KJ£?-f S . 

^o^^rawtc^^S-^S. dfUcfcfLT . *%BBiO^'x;U7^ K lift 
*l;:»JIWTa*K 3ifrfi<JfcS6£2<tt$-£3rv^ $ 6 \z . * ?S <U! K «fc ►) & £ § 

« i: ti IS & £ . Igl57ny ( 1 0 0 0 t^-h;K <?)SSSf ffl. » # ^ 
cd a - b <n rft<7)J5$j liti)25t/^-l>;l't*J;J:* { . ( 76 & m ? ^ 8* M 
fcJ:0)*fti5>ii"t^6. .1 ilfc *f L T . ft Sffi CO fi S 3 ft £ * $ . 

m&itm'hist<o®m4nz-frW[Ztix . 
tkmmmnmi*. tin Jt&w^m-es 

^®^fi/h(;L, AKiiajS'Mcts. $ izm&.cr>mmtf us us * o x-h 
h x o iz. is^fs«tisse^»g« ( mas . isttTtfgSTb&tiT.) \z x 
*). -mmiz j yt'xvft&izftmzn. fe^x zn&m&fr ^ ftmit£< 
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(29) #^F8-5 07 07 5 

i^HCSiK. M»<0ig82^Dy,Si, ft* &S* iz it as* fc 

■t#fflT£>£. 's.^^nt'y (lz-^y-zt- (Lehninger) . Biochemistry, 
V — X tH JK ( Worth Publ ishers, Inc) . - - 3 - 7 , 145-1495, 1 
975) Ji, 4l*(20Wa*5j:i;/3i) J: O^S^f 16 4 , 5 0 OWfa 

£ ?t . **i^*itX7ryfr7-^X (van der Waals) ^3 J: 9 2r •§> , 
^«t6^l:nS^U^S. - 4 o<o-vAg (#f/a;,M:iofo 

hh) it. Mm4ft z f-izi&ii-?&zb&-c*&. ztit,<?>¥mm%'^j>.mit. m 

rt^)#^Aaz. y hOSfM^lTJ^f L<1J0$*S. -/RWlc, loco 
*SI$^^^AJ.^-yhJilOcOS|^^^(cfe^^-Sfc^«$^S. L*> L . ^ 

£ H £ £ * JO S . ^OffiiSf^fflli, rtA^flltj (Hill Coefficient) U 

ot'ycof ^. fc /US fUi **> 2 . 8tfcS. 

^jStt^^E: t'>ti . ^Kt^^Oi^ge^i^ 9 0 % £ A *> h . lOOmlcO^ 
Jt it . ^*7W>c7)&&mJ}lz£*)#}2 1 ml<7)fMb#mmZWW.-t h Z t 

Sg * « Jc P 5 o < 4 fcli P i/j ) t LX mZtiZ . il«P 50 ( -f 
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(30) #^F8-5 070 7 5 

com.rn.iz phk ± <o &w$n& (xt ( Bohr . $>zmmn#mx"^*:7v 

b ymmOpUWHS^n. Wtm^X Z&ftmW7$< & 9 . P 60 . 

trt^fft-rs. ^ * ^ o b >- a* , ffi cottnmr u tt*>pH*»6 mm 

^t/nt'y*fH^^TV^Kt!rStaiLS<'i5. lot- 
SrSt'^-rs^^^ob-v^SWttfi. b- y <a P 50 b liRMco 

? a v > ft ? t fz a z <om<kmmco mm & . mm& iir mm* fcm&w & & 

. Mttf. 2, 3-y*X*-/'Jtl/-h (2, 3 - DP G) b commit. K 
<9i£Sitf>tf jDtfiSF £ tt^^ (CTxfcf. Sflfifcv^^^-^ttJBlSf ) icti, 2. 3 
Fe(III) izWHtZtiZ b , ^h^^e^ob'y ( met-Hb ) *< £ j£ L . .1 ft. W: * i: 
t±, ^yb'H<TltiLtiUiSS-ei)D, # it M tf> BHt & te 6* 31 K «t 9*t#S 

^ ifi at at $ n. s . i a zttm^mmtffi *>ti& t , ±tsfa«co 
# g t * < % £ . 

ffiv^p 60 )M*(ctt*L«j|li«o«i«*«»*««<*"9^-*-v^ik*»Jl^««*i 

fc. fi^p 5) (^±7w>mmm-&mmx'&'^<r>i&mb LtR^sns) 

-a?. #JfiLS£4>tf)pM7. 2) i 0 t> Villi J8*«0pH ( 7 . 4) ^©CO^V^ 
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(3 1) ^^8-5 0 70 7 5 

ujtmK 7 v V > t 2 , 3 - V * x * - f o -fe u - h t <r> i men m & ti fflc « 

v^^^ob-y (sfh) « g aa a> s & # & s n . «frjM^M»!«i*>-r*>*t> 1 

00#tJ5. SFH(7)t;HSSa, 2. 3 — 2. 8<0K1-C*5. 
/nb'yJIJSU. ffi Tie® $ ti ti Bitote , S«<D3r v^^e ^ p h* y <r> 

*I#Hff 4 , 584, 1 3 0f, S4, 598. 0 6 4t, t5itfS4 , 60 
0, 53 l^t#!S. dO*5Jl«, ^v-^K^U-y^SrtfrLT's^^ot'ycT) 

y £ teffi-r £ . ;«*frtS(g«os*tu, yr* b d y ( diaspirin) mi® 

^^^Qb'y«JttlSE<50^ ; &^nh*yt^Lv^S!IJS»^S:qS--ri,„ HK^rx 
.b'Uy||??t^^7'ot*y(^^S64. 5 0 0) li, ditJ3l±2i#:(^^FM3 
2. 3 5 0 ) fc*»L4^. f <0S1. yTXt'J y 7^ 7 t - T/l' 7 r ISfil^ 
q&^ob'y^)«^i^ra«. 4-8B#ig-ej>6 ( < rfttelSIS?<7>&^'v*? r oby<o 
2-4teT*S) . LrfpL. S^#**?)il?R£f!f:fc L**§-£. & 3i 2 IS » 

o^t + v*B*nTtt&v* . y'7x b u y5?<f b* y <o P 50 « . b 

yHStfci: (2. 5-2. 8) { 2 4 - 2 8 mmHg ) |*1 tC * 6 . 

^*^ab'y^^«^ &ft?mmffimz&m lx. ^k^^k 

tlX Ztz. Mtlf. :y'T^xbh'Srffll->-C'N. ; fc^nb'y<Dfc5:u<7> > t5 ±lf /$. 
tzli!km&3i$ ? 1->mm#k ( £ <o f£ Bi i$ b 'J K^t-yi/'j 

£flP;c..&Mi.*BI#if$&4, 336. 248-^(Ciei8$^tV^. 2 # tg tt £ 
^W^W^tt^<g^^*mi§S'JCJ:Smig«,*ffl^rl^»4. 00 1, 4 0 1 f 
s ^ 4 . 001, 2 0 0 *. R4, 053, 5 9 0 *fci^«4, 061. 73 
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(32) #^F8 - 5 0 7 0 7 5 



Tlifc<, LT 'J =fv-£^j£ L*:*g&<7)4 ittT* & . AM 

fi^*^nb*>'^P 50 18~23T'J> , 9. b^Rtttl. 8 ~ 2 . 8 <0 ® B £> 

W.feXfohZ.kWSnhlxX^h [7-?X (D, H , Marks ) h . Mil itary Med. 
, 1 5 21:4 7 3 ( 1 9 8 7) ). 

ob*ycO«/9-2S«s^£0»fitcJ:0§l#ia^§fL2>^SttSrJ>SS^^^§* 
S . L**L. ^T^tt'st^ob-y^^ncM F14«j§£ (COP) {±. ft=f-ft 
3? fg <k o T *r S: K « T L & <^ „ ft T .1 *Ui . (c if L ^T&tt^ * y u 

istu iBiEHc&j^ffcjpjsgjJK^iST l , * l -c *3ffico«-^ e « mmm 

IX ? UTT-y ? V T ? y xco&T Lte. sk WAXUS k WWmmtf. 

^^^ob'y^ffiffltJSl^o^^^TV^.^HBIBtf^tcieMLTtiplciliSU 
jSiKtM-^^-ftL^^^^ob-yti, ilii?Bt-ft#!i% k LxmmZix&ft. Zii 

-T h Z<V&^ friz. jFl&mKW®) b LTti h ttX . % <?> X 3 £ 

7 )V ?t O t * U V ( perf luorodecal in ) , — 7;l^5j-a^f^^y. J* — 7 tV ^ U 

* -f- iv r y •? y ? y . ^ - 7 >v * o h y 7 o b ^ r s y , ^ - 7 ^ * a r- y 7* 



JP0008507075 fflle7/ohsprfs01/i pdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpc] 



P a ge 33 of 91 



(3 3) ^^F8-5 07 07 5 

3 v t L Keif tea % t> £ ZtLL>cr>m&lz&mMlz&mZtih3l<{tMli, IB St 

t . ffli-tf . PCT 9 2 / 0 6 5 1 7 (7 ylft^ftl: ^ffivSttffJ t Lt'JV* 

7 rf-xA-n u >- ^ i> v * x 7 rf y;u^y-^rs >coi ? ^'J y fl§ H £ 

^ft^xV^ygySISaLtkU) „ 4fcUPCT93/l 1 868 ( Z tl 
tt. ?L ^fk S»J t UWfV^fy^tt^ BI#S»*i: L-C . ft X t= 7 >y -ft $ a 

S ) £ # 88 . 

— 7^*nf* U yi^-7^*o h ijroCA'TS v cr> x v ;P -J 3 ytft 

S . 7/k3TV;k- D A { Fluosol-DA) ( T )V~7 r -fe 9 tT jl — f- >y ;? A ( Alpha Th 
erapeutics) ) f4 , A A, - v S U> M. Jfll ^ Jfc ffi - & ft & jfo. Se iz *5 if S « ffl 
(CO » FDAKJ:Olg"Br$^-CV^IHI-c73aS[iaT'J>S. 3!*>ii7 «y ftiSML* 
fiJ.ftW^^yy'iy b (Ocygent) (T^-fT^X7r--7>'i-f-*;UX(A 
1 Menace Pharnaceut i ca 1 s ) ) 4 14 >K — 7;Ka^ ? f 5 ^OJt 

C-5Ut 14. D X.X ( Riess) <o „ Angew Chem. Int. Ed. Engl . „ 1 7| : 6 2 
1-634 (1978) £r # . 

5tffa*tcie©Snfclfll?8[«#!B!«.^^tt^ ; &^ob'yo^SrB?*aj»f*ci: 
LTtitvU. ^F^tt's^^nt'v-^-^ ( ;U4 . ffl<o\t/nt'y»fCJ: 
0 , ^ M fc: 2r h li if j| M Hz m L T n h t 14 m «g t T n S > 4 t± JUB tc 

t' y cr> t ;p fil & 4 *) t,± * $ v> t & * 3r -f S . 

i*<0^^nt*y4Mffc#^^a^4 49) r E * & j l*J IB ft # ^ T 

ftO, <I *U4 * <D -f >f Xco^«>tC*tt^«:(C{4^?tttT-*> & . StSiW + C 
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(34) *M!l¥8-5 07 07 5 

ifl^yxf ^iii«o^;i,7h h »j ivm<?> mm «r> is s t l -t us £ s. 

-^•^^iO^O.^^^nt'^^lofiOlSllSWr^^v-j ( megamer ) lz « „ 
l 2» 2 fBt^^*^ob'>-4«#a<?ji*S-fS.ifc#T-£&. zti e><VT-m&ftm 

tolztf Ltgfli, Mi£ft#$*j?>#3&3:®ffl-Cft £ I8»:»J P 80 « 
151 0 mmHg~*<j 5 0 mmHg) T , &^S£fca<T'£S£fc#^S*MC?ljl.$iXrt: 

^ffcBH^^&tt^^ab'y-Mffc ( I HC) CBt5SlO»<^^-pfS 
^<0««ti, Htfrtut /H** (n) T-ft&. fc>H**ti, ^.^^nt* 

^14^^^ ^ob*:xc7>*;A;Ot;MiR&«:s&2 . 8 X' ft 0 , 5fcfi=& ffi <0 flg * ? 
Dh'yt;ov^#I»CI8§Siit^S t;t,SS«2 . 8 * m T ft h . *H9§tf) 
^®&^*? v t' Ztifzt >V&®.lt% £>#>X*Z < . HSWttt 

»5~»2 S^llTftS. V% * & 3 f& (C |6j ]£ § il. & O i 9 l± £ ^ # , Iflfe 

^sg<nifiS^«ti. Bfs-r&^i§L^4fi«E<o^^:^nt'>-i^.-/ h commits 

*^nb'><^4fi#:»fjia^0K^aiS^SS!S<Oj|{i. *S!tt<0^^^ob'^ 
^^tTSW<Ollffil|i^^i/ab'y-cafi!tSfLS*J:0«S*'^^v^tv^f«J^?:W 

X ft ft iZ W fl 1 T ft -5 . 

# ?fc HJ! « * ;5< a b' y f£ j£ ft <Z> t & « . K^<0^ffi^*tj4 0-1 0 0 mmHg 
tf) i£ ffl T £ £ -5 . -T^i?^. £ OK 31 BE tf> $5 H X'&± <r> tSffi-f^ffl # ft *? ft 6 



JP0008507075 r file^ohsprfs01/lpdata/ip/FOLEYPat/PatentDocuments/JP00 08507075.cpc] 



Page 35 of 91 



(35) *$SlT8-507075 

0 

Tfe 0 s ?%b*>mmtt%mm p0 2 (<40 mmHg) T, ^J8tt^^nt'y#j£ 

ftiztaor Ltzmmnjzffittiz, *«<oB*fl:^)fcfttc»ajs*i*. -r * * 

ffitc^mi^ (RBC) J: 9t4>'b*tfora^i$iaa**>£'3*<3:>9^-tv> 

. s &ic, <tft*s$r# ; F<WR»)ir>f.x<ofcft, .r;H6tt$fefT«tSTE«3 

* IS HJJ £ ( r *S8lj ifcttatJS ( microbubble) ) CO =F jg ft ^ * ^ O t* V 

* * r *i , -N*^ot>'»*fca«rt*=jdia*xr^t*«LTt>J:v^. -r & *> 

*>. Hitf^fSilifcttlKOrtaoj: ^ * ^ o b* y r ^ jg j # k * £ r 

Kit* tL& k , #B£*-f ^ri7*)ja<0 4'^««^IS-&l8ai-*-^*>^aHi<0|g*T't& 

*«|6litS. ^*^n b'^fcfe^- 1 fcHSHftic. fctt-^ofl-^ ttKSSOfifaaJ 

Bttimii«»**s*fc«/r>'i&««)j:afc:«i»iHo*ffl , c«*oii»aa^)fc 
ft, *jgtt^* /nh'yffisfta^t, jn«n»4-ftiv(=nx» *> 
*fc««i«i$-fr"r tin. 

-Y^b'tf^ifiUSfcflSD, *ft#JiS*ifc >~ j *>tt*(c J: 9 , *fSnj§ 

co^^tt^^^a b' # fig # (± . ti»4*[6TM*Ilti:!:4 , ?*8. 
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(3 6) #^8-5 0 70 7 5 

b , MT^-SHoncM F1±?SSffS:*-r-S>. .1 <?> #> . ft WcO^ 

nt*>-^lS*i&#*-f*fc»fc, ^ =5r < k t> 2-3*>*«*ra|i5r5';*-7 l "f y^SSr 

# & 9! tf) l§ j£ !fo tt . &?T&ffi<0#:r4r;MtL£^^^ub*yffij£!|Mc*tL-t. 
^TS^fJ^SrW-r-S. ftff&ffioy^V-A^t^nb'^iSaifi, *h CO 8t S « 

^ffl^^^^^-TjStt^^^Db^cojiaiti.^^tt^^i^sci-r^r^tt^*^. 
ai s «r t ti * . »j * v - a <n m m a , a*f ec3aigttfl:ts:i:* ( a 

o b' y t 51 jg L # £ & It T 6 „ 'v^T'ob'y^g^ttti, ± K « H 3* 
<9 ^ ilF 2 4 ft . 4i#*/>:(i* ^v-^t^Dh'yco? iJT^y^CBaL 
^^H^O'v^^ob-^li^S^^lgL.-CfcO. -T&fc** r E*j X' b h 
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(37) S*F8-507075 
tt 3 ft. «ot;onin»n, 

ob'y#j£#co5fctT8ffifc»^6S£>=2:Sf'JjSUi. *co^&1xtf>S<9*:#>ifiL<g|*] 
T * » *** in L T n 4 i fc T* £> * . 

^&tt^*^ob'>#j£flc ( IHC) OJBB* . $£f?i{lii (TEM) * 

ffl v^-c «je Lfe . i7j/^iHc«»njj^<oTEMa«a?ss«sfci6c i 

HC^^H/l-r/l'ft K T H Jfc L , (Sfi»*o*mRtfT , 3>'r-9*r-fcJ: 
tfiiL 5?Dh-A«]fr ( flJfrcOJf 3 . ft 7 5 nm) L£ . .1 <0*&5ic0 

rate i Hc«D**aj**>«*fc#ov-r*jo t *w$ft.&fc*>, i Hc<o««ts 

tt, *««*if-f.X4r*litcJ:'5#*>4*>a*«ifti.* < 3 S ? o y . l ) 



TEMli«f*t»ifclKt4t. 3 ^OWnKfUmWfLx. h 

Lfc . ffi»LfcRfctf>aEAtttf>WI*) . :«Ki^lliIHC»t*J. £ 
ft.ti****>«& £^*T t . »fi«SIT«tl^3i'h5Xhfe*t. ^£<*§ 

^t^ob'y I HCc03&cOJP$(4#;2 5 ~ 3 5 nm-C & * . ^t/Dt'Vti, IS5 
. 5 nm<0;*;ftJS#C5g T * & (Xh?^- (L. Styer) , Biochemistry, y 
'J - •? y ( W. H. Freeman) 1 9 8 8 ). lot, I H C CO § 

^4~2 0^^^o b' >- # # ( 4 4 fls ) co IS 3 T £> 6 . 5r ;b *> . K 
S3. OS^oyco^te:. »1 0'~1 0^1<7)^t/nb'y*f Jttt^t 
A ^ 3 . 

H«3tt-fitt (circular dichroism) C «fc 9 *» W *tt** * ^ o tf >"f* |« 

£ * 6 . a^^fcitf/S^-fr/^-r-co-^Mki: 
. fiffiSft^faawSrv^t^ob'y (SFH) <o*»i:**«raitt«r*»-9fc. 
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(3 8) #^8-5 0 7 07 5 

I HC^S!fgiS-^ttCoV^TS!l«t^. met-Fe (III) Sc7)^^j/nt*y«. 
§!5HtC*S-£T£=5:^fe#>, Fe (III) SrFe(II) £ jl jc ^ & CD C t -V -> ( Hyashi 
) t» COM7C^ £ mm t fe (b-fy. *X3f. (A. Hyashi. T. Suzuki. M. S 

hin) . Biochem. Biophys. Acta. 310:309. 1973). Z DSTcXtt 

--b'. NADP. 7xl/FJf^y, 7il/K^fy>"J^^^-^fc , J:t;*^5- 

6 Wi *t ft t . 

mmW 1 4 fc E * b fe J: 3 (c . *7 x is J: b b's^^oh"^ I H C £ £ jft L fe 
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(39) 



ft$i¥8 - 5 0 7 0 7 5 



£ g 

ffl -U 



m ; 

flm n 

39 Q 

Q ^ 

•b- m 

m s 

^ V-/ 

G -3 

ij t > nil 

ffij BP 

as £( 

4r tin 

m w 



\-> 



<0 N 

5 i 

* M 

c3 J 



N 



s 
C 



I 

H 

rs 
H 



CO LT3 CM 0> <3> 

S3" £i S3 S3 ?3 



t->» fc^* CO CO CO 

cvi cm csi csj cm 



CO C— CM CM — 

8l S S w w 



F"~ t*— CO oo oo 

cm cm cm csi csi 



CM 



53 S3 «3 S & 



irt in o o 

O) **— ' CO CO *^f* 



CN1 CM CO — LO 

csi S3 & §Z §5 



LO » Cvj i CO 

o> csi lo io 



CM LO 



<=> o o» 



9 



II 

to 
•rt) 



y 

G 

.« 

49 



G 



till 



fin 
♦ i 



Ks ST 

■R ^ 
tH 

G ^ 

lily J]P 

& w 

2S G 
-t-e 



I 

Q0 



> j 



^•j£W^BS*fcfe-^-r?.|g^^-ei^LTfcO, Ztlli. met-Fe (III) . 
^Jfy-Fe ( II ) ti X X/ 7** *s - F e ( 1 1 1 ) ffl ^ # £ £ ^ ^ . I H C <D U 
V x ^ ? h/KcJ: 0 a IB § tL . I HCttf^^ytSt^^ 
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(4 0) $$^8-5 0 7 07 5 

t £ ^ l x a o , litis . 

ZtiL><nmm&iirT- I H C H © fft £ # SJtt ^ * ;T n t > J: 9 5: S - 
t £ i^uS LTH5. ,1 ft L *: « £ ti , ±3^W£Jfc(i2o*;< ( * fc ti « 

U ^SS^cO^^ftTT^Sjc^t^nt'y I HC fcifcSJ'ftcDfafi^Sr^'s^T" 

. P50* ( b'y±Oitei^lig&a5teo¥##B?5&(c«S£- U v^-l, #t<7)K 

■h) limU <?>mmX'mmX'b h < 2 l Torri: 2 2 Torr) . HC*!* 

^Lt^S. K < M ^ t t: , I H C <o£*b ( &m&-& W,® ft 

fflcOK/PSr^-rjtiSaco^irV^^^at'y^JSiO^rS^iSV'. (9. 5 *t 2 

A log ( Y/l -Y) 
A log P 0 j 

p 0 2 = e^^ff 

* (Alog (Y/l — Y ) JS£. 50«HLfcjftC0V>Tf*t*:tfcJ: 

-fyi^h — /^^ft*^7i-h (IHP)^2, 3 - S^' D-tel—h 
(2, 3-DPGia. P 50 5:±#$*(-r : 3ri?%, l!S«fttt«'tev^ ) 
m*i&mZlt& Z b&ftWZtLX . IHCTtHfc#ffl#JlU8. P 50 « 

n . a , (4 . 1 . 7 mMcO [HP ( 17. 6«2 . 8 ) 2 , 3-DPG ( 1 4S2 

8 ) 60#«TT*IStt<0^* ^ob'yfcttLTJWWfciWLfc (!3tSU# 
UK) . 

i<0tt»^ffl»c*Jtt*^aJ1.C**Sr±#«. ^* t'y 4 Mtt fc I HCi 



JP0008507075 rfile^/ohsprfs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpcl 



Pa g e 41 of 91 



(4 1) ^^¥8-5 0 707 5 

4 MttTOftiS f^ffl * * Lt v^S . L*>L. I H C m<7)i§,'iirl3.mmiz&-£-t h t 
. v><o*><038«4ifls ( SS * * 7 <r Ka^<0»«tJ:D) iOST35a-y- 

a i {* . R*(ctt£Lfci:* IHC«rtTx:**;'-Tj&»&:*4fs'-Rtt!tS'\ 

^^r^ot'yi HC^TEMSIS?Ili. ifreocO'^^at.'^SflccD^iO 
fJtSlt^*. 183. 0 S^ny^iaii. 1 0 * — 1 0 1 2 « <0 ^ * ^ n 

S!SK&S*4>B$ltliaHi-Ct&^it-8ifc:«): 0 , I h c co «fis ££tt $r IS It L . I 
il«^aAlg*4'T-4 0 C-C6^^S-rei#L^. 3*J!gfcIHCtf>» 
fttitt 1 0%fiTU 6 # @ I;: « ig Jg ti i& 2 5 ~ 3 OXgTLfc. 

IHC(^) (^^fy-Fe (II)#>6met-Fe ( 1 1 1 ) *v tf> ) g £ Si -ft tt . 

3 7 *c , 25t > 4tt, -en-eixeoB^ia, 9 6 h# la , 2 5BisiT2&£2:8!i5g 

Sfifc. iii£> *> IS » # » £ ft. fc ■* . T«ttl*H5l*«ofc*>lcWfc:S:Sti&;b 

o j: a * ^ a tt * h * t it » * ; k <o w a * «fl * *= * u -r ^ * . o j: a * * 

ffT?«»#ti. *^Stt^T-# S F e (II) OM-^t^dCiiJpS-friT** 
3 . 

$ £> tC . Hlf^^t^v- (Hyashi) <9 ii 7C ^ £ T I H C M J® % £ « # -f £ 
. i t: i 0 . S BIHfcttB&jkT* £ T*^ 3 . 

I HCiiftO*»Si<0«lfei: L'tlSi»I*tKil,fc. V* < o *» <0 » 
$r*ttii«**ft*ttJIILfc. I HCtc#-*-*a«*>«0#*igje-*-**:tf>fc:* 
#&fttf)fcfclii^»<of|-a!l*l7^*:. 

* ft 1 : IHCSjHftaaXt2 8£-R|-C2 5ft>66 2. 8iC^*>35JE*oW-, £ 



JP0008507075 rfile://ohsprfs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpc1 



Page 42 of 91 



(42) t$^P8-507075 
& f* 2 : I HCiSM«>fflIti 1 0»BT2 5*»<S> 7 1 . 7 , C'\<D$Jiffi£-Ptt, 

& 3 : I HCSSi<Oia««l 2^0T25frf,89. 5 T: ^ <7) ft W, * Vf , 

*: . 

i h c<oifi«tt ( * ft ti p bo ) ti, &»«rnxf 'J»;i7*;^-c 
ob*^^)<gfiiti«, *#^i:-? f **^<o2o<oaf<>:«aoiao»iT*MH'r4fc«> 

•y^X7i^^-TftS2, 3-^*^*^y-fcU-b (DPG) ClHT^STt 

«i tf . ^^C02, 3-DPGtO«5*IBI:«ftR«tt6e , JI ! *t-*5 
' -'JyB^t/ofySRlBStt. P 5 0 £ -t # 3 •£ & . 2-y;P-2-* 

;ps;pplp (\t/Dt'y/3at:i^t52fisse«) , * t± b- * - e 

3, 5 - b* X (yyotfUf*) 7?1/-F^J: ^y'T^t'J VXXf /I' 
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$ tl 6 . 

i«i£<D:frl£-ej£4i$*il> r&g|*H4j ftjfcfls < "t&fc^ . * S P B0 (>28 

r SfSI*H± J Mf*: ( P 6 o<2 8m«Hg) tt. r^jj tL ttlg^ai^j^tiV%-C^ffl 

fcliSr^. L^L. i*^&S&38SJ«: (^r%h%. £ Jfo. (c it « L T * $ ^ P 5 0 ) Sr 
. JtJffi b ®.m<?>ffi<7>± £ Ed J: 0 , ^ ^ J; a & Jg JllL & & T & S £ fll 

t/ot'y^ttffltsitcto, -?-<oJ;o^JiBfflt=3aL^<i(P 6 o) tc * * fc: 
m) . mail, ^ Br 3g =3r if <o * S « tt * « * a 7 * *Hfc & i t t><?% . « o T * 

« (fc) « % w$&^s?sai«*rj)0. g!*^^fftcJtUTiii®si«-c->§#s? 
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m /nt*y|;jfcfU ) *3 J: tfff *l i: K&BUffi ("*-&*?*>. )fi 7 

<o rjnawj (boius) n&£*jmiz-r & . z otub ^ nizmmfsuz ±m<7>&m 

^&-^U y^iV^ilflP CD *IJ i9F^tifiBt^ftiliB«& (MR I ) 

$■ fSfif -S» C i: #* "T f£ "C & 3> . .rftli. a « SB ffi'v W & * a Jft^ * ^ □ t* > / F 

v> < o^^a? y ( f c ) eiTcsat h i. o iz^^m<r>mm 

x-cnmm izm l x v> & . 

(SJfl3ftS. MiLTT/l'/SXi, HLmKWVl b LX mm? & tzfr<0 
/i - 7 IV * o -r # 'J ^ * 7t (i ^ - 7 A' * n h iJ7nt/P7 5 y5*7t/HttS 
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& 7 •/ itm<t*m* . *s«u ^xy^a^ n3-^>y». mmm% 

BCNU. X )V ~? r 5 V . ShV'fv-y. ^ V — ^ ( taxol ) IS & ft „ * * 
Vf V ( taxotere ) ^it. # y 7° h -r >- ^ . 7K UTV-f s/^, IhifyF 

-y a y ^ a *fVy „ b Foa/l^f ^/y, y^njyyftifo^f o-f K 7 
X 'J T&isV , ^' T b^ A & fc' <^ IB Sfl ; -9" >f ? a X ;K U >- , T If * 7" >J f . F 

k 5 o etc wftmn m m& £> & . 

m#J*^&££ttSI-&«=?f&T'?Lfl:LT . ?fi i£ * (W/O) x v A- y 3 >" £ # & . 
CliOW/OSr^fflt Lt JlSlLt, BU&COJ: dtc^^^ob'y^igifcTjS^iSSa 
ItLT. S W a&JW<9fil*'hx v /l, 3 >-?rSlrtldr*^-|. I H C £ ft & . 
**Hg^HMSI®tti^'CflEffl$^S?L^ffl(=«, T;H3X?X (Pluronics) 
( ^ |J xf 1/ y ^ Jf >- K t |J 7n t U y ^ ^ y P (07d 7 ? 3 'J 7 - ) , IB 
SA*«'J^fl(«itf, W St M >- Hi 9 , Wmu is + y% t° ) ;iffi8ixf 
( #1 «\ /'J-fen-/K/-fcJ:^y-xf 7'Jyi, ^ll-feo — /ney- 
i^y-KyMf yg^rt') * 16 W<7) £ttAtt it ti n X S ix & * 

* tt as *Q fc . r?f;?uy, /y^voy, i^utfx^rSF, x * 
T/zK'yy^ V'l't'y y, x b° ^ b* >• y , y iv * o y x ;u . # ;U # r 5 
f y, yxr^f y. -fy? - 7 x a y . o^-n^y, ^vM/Jf-k-b 
„ vf f?-f yy» n^y^iy, x h a y y N 7oyxf ny^t'^aii 
£ «i JW # *> h . 
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fcrntemmnrnmizmLx ^ h . mm . iHc^A^^ut* ihc 

I HC£3££#lL3!U;: & Site \^ tz^* 7 u\Zy®L®. 

'J 21I5»)$$ ■£ & Z k tf-C £ S „ J: 3 & 2 I1C J: 0 X^> r * 

„ * x 7 r f- /l' U -fe n - /i^ x^-r^rfsxyy. y'S^Fa*X7r 

) . 4 v ^ *J-?-t5iLVy4-?-TJV*t H 3r if # & S . * % <0I r ti * & -f 
* ^ttlB* fc 4 fcttJB § fx. # U ifW yBBKigxx-f # U x * V > If J» 18 

)V 5 f- y m % £ * { ft 5 . 
K J: K)®%lzmmZti& ftM-^ttfliff £ 6 £ i: T ft 6 . *^BJt:ffifflS^S 

ti. r ? y sun* 9 9 y frwtmmm* ( mtn . *x ? r 

+ tj ju 3 y y x ^X7r^-v-*;l^x^y — ^TSV, ;li^7rf y^-t'jy, * x 
7 r f - ^ »J -fe n - >v , v'S 'J ^ b 7 7 f y V 8, v S h -f * 

^7rf yy»5rt') ;**«oa-^tt^sa»?r^-r-s»iii« (y'rtfvyiifc 
(iS t y x y i J f f 5 * x 7 r f y ;P n 'J y i t' ) & if # t> h . ^*-)V-i> 

«^)ft0^«l»T'ftS. -?-<0J:3$rlliftOfl|K«. 'J#ltx^f<HI:8lift* 
X 7 7fy>3 "J y CD m m # 5: if $> 6 . 
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© A , » W . S A > £ *K ^ y -f U - & -5- & i:' J> S . 
tilzte. Jil T J: o & t> O ** * S : 

• ikft&ffi<?> 4 mtbttilt* V fat' y £ *) i> Vim&* X' % < 

•ftlfSffi^^TiStt^^obVKifcffiLT. #SIL*: r MM Ji «i5ifif*> 

• T l^/l^-tt<0?Ubffi^#«:?Lfl:S<J<9 : 5rv^ (FC) Hft 

• H b / F C fl= * <^ 1g L ^ * ^ o b ^ r & £ *: #> . 0PSt'J>-I§«isJ:tf 

■ Hb/FC3&^OH*KHir;P7^-/K±. «S|p0 2 C*tLTx^^-f Fit 

• Hb/FCff)S(|ttt, 1 9 F MR I IZ£ <9tfliii)$J:XS*:-?0>7tfX'Z&. 
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'Jv-tliSiiS. 

antf ( fl&itf , K*^*iBH't**Jfct=J: | 9fl*»iSn*) 5iS«:tti5 
tti8»8S?ny?tJ ( fto T Jfil « M « £ E& <T *: tf> . & A 3 *t S 

jtmizftft-r & ? v mw.* ( i9 f) tiBgis^^JKSv^ns^^^^sr-^i.. ra^ 

TMRICtiltSil^Mifcli f7n-^j t L X «8 fig ^ h . 19 F ffifflWlftW 
WTmJ: ^jrtWtfeS : 1 ) #rtcD#3fe<Oi8J&«:ffi#>T«^ ( & ?S 7 
•yigtettrt L&VO s 2 ) qUSAtflt 3 ) £S E « it # 1 

*D'J-/t/H t4ft»S*Lt:<^. it $8 & S - * 31 (#1 00 

(a) C , F 2x + y - 2 A 2 , ^4". 
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(49) #^8-507075 
x = 1 ~ 3 0 . jffH<H5-l 5Th'0 . 

y = 2 ; i!tlix22«l^, 0 * t± - 2 : £Jtl±x24<7)ISK - 4?fc9, 
z = 0 *>4> ( 2 x + y - 1 ) i-C^ffi«OSScTJ>0. 

A(i. FianwAnyy, -cn, - or r«h. t iv* jv ^ 7 

IV * cr T )V * )V . T ^ 4r - N y )V * o T )V Y — )V . T ^ — )V . 7 /l^ :* o T )V 

df — >v . T'J-;K 7^3tnr ';-^» r a- # y , y )V * n r ;p * y 4 ;p . 
T ^ y --f ;u . 7 ^ :* o T ;P >• J -i iv . r A- * y ■< ;W „ 7;^nT;K/Ut 

(b) CC.F^^.^AJ a JR b .,., S«f, 

x, z. Ats xTfRiULmtmrn-zh*) . 

y ' = + 1 ; ifcttxS2<0*, - 1 4 fc t± - 3 : &fcf*x&4«)l$, - 5Tfc 

j = o. S. N , P. AliftBSitfc^ 

a = 1 . 2. 3^^a4t*0. fit 

b = 2 (2flff«9J<0i§£-)TJ>&av itzli 

3 ( 3 flfftfO J <?) a" ) . 

4 ( 4 fflfi tf) J <Z> i§ ) T'ftO, 

(c) A' - C ( C F 2 ) ,-03,-A" , 

A ' li . H .. a d y y , - C N , - OR ( ; ; T\ R (i H , T^^r;P. y iv*vi 

r )V , r /t- ^ — . 7 ^ * o r ^ ^ — ^ . r * — ^ . 7 jvxut — fo 
. r u — ;p . 7A-^n7'j-)K r ;p # y 4 ^ . 7 ^ ^ o r # j 4 iv „ r jv *r 
J 4 )V „ 7 ;p * a T /I' y -Y )V , 7;K/>f ^, 7 ^ :* a T /u- * y 4 tU X' h § ) 

A" 12. H£tcl±R ( Z Z T R 13. ±U k mmT $> & ) *>£>SiR$fU 
c = 1 — 2 0 0 . jffU<«2~50tibD, 4 (i 
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Cd) 




c' = 2- 20. #i Kli2-8T*I., 

feJ;^^ix^oeSco2oJa±^a^!Hj«.*l6BH<7)*S?:fflv%Ta^^^4'^ 

C , F i,, « i HT , — 7 /!✓ * n - 1 - ^ * -fc > ( c 6 F 1 2 ) . a — 7 * o - 2 
- -fe > ( CjFu) „ yt-7/W:tn-3-'N.*-te>' ( C 6 F n ) ft if , 
y^o-CFj.^ M i. tf . ^-7^to^^n^^ft>' ( C 6 F 1 2 ) , n-y )V 

*U*s9Xl*99V ( C 8 F ! 6 ) ft £\ 

c x f 2X . 2> 0* * if , /N--7;U3tn-l-^^f^>- (C 6 Fi 0 ) . /t — 7 * * o - 

( C 6 F 1 1 ) , ^—ViVifU- 3 - ^df^> ( C 6 F i o ) ft if , 
h*v-^o-C,F 2l - 2 . 0! * tf , ^-7^*of*'J>' ( C , o F , 8 ) ft fc* . 
C,F 2lt2 . flitf, yN--7;P5fo's.df-tfy (C 6 F 14 ) , 7 /i^ :* o y 
( C 8 F j 8 ) , ^ - 7 :* o / ^ y (C 9 F 20 ) „ ;\'-7;l/^nf* > <C l0 F 22 

) . /i-yjuxwfty ( c 1 2 f j 6 ) ft if % 

c , F f t . 4 , ft x tf , n-7;^n-2, 4-'v.*lfS>xs'ft£. 

c , f 2 x + ! a , m £ tf , /t-7^*nhijrnt*7Sy ( ( c 3 f 7 ) 8 n ] . /x 

-7^>fohiJ7f^rS>' C (C 4 F 9 ) 3 N } „ ^ - 7 ^ * U - t e r t - h 
C,F 2l . 2 A 2 . ft X tf „ Ci 0 F l8 H 2 ^:if. 

? y . /»* — 7^^n^?f^7*n5 H . n — ~? )V * v V M- ]V 7 vi * ? ? v ^ 
A-7/l'^Dy?D3t^f yl'T'o > H . — 7 ^ * n ? 7 *7 y x — -f /l' ft tfK 
itf£fc7-;>m{k$ix*:fl:-£!|$5a<*>3>. 
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ar&coittgu tvmvty •/ **wfc-£!»Ja?M;: . y -v mit? y *y v x 

(Mttf. n-y )V*u 1 2-?5'7>'-4. M-7^^nl 5 - * 9 »> 
k kith . 

mny 7*^iffltK trfnmx'$>&. ^wmmizx^x , r?i<o77ij 

*B^ae#^fc . r #?£|jic7) 7 -y * j b^dmmn, m t y ••, m^^it^m 
±<r>mny vmwmiticttn lx. m tiu«;h»Jt+ < 

»t5. a o t , f(B<07 7t fci«i«c, ^i<77 7ifi, *<nm-%htt. 

¥ 7 h CO 7t 46 t~ , ^SOv-^^/PSr-S-i^. -f Tcl^l^fff B«7 

7$(iMR I JE ff? £ + # T & 4 fr\ *^J:3&<fcl^t2:fiA<Z>Mffi£#4<?>£:li 

nmmmo^^y 7ttta» : i L i8tj) 

4. $ tlX ^4 itf&ifete. X«gJS^S>JSr«ffl t , ftSSW^atfcS. ft 

iSlfll i 8 : ii^'^tf0 1 H-NMR«OiEffl<?)^riltt*i^$tl3t (I - 7* IV ~? > t V 9 ■* 
? ( Edelman & Warach) % New England J. of Medicine. 328 : 785 — 79 
1 ( 1 993) 1 . H«fe 1J F-MR Hi, ^ < O CD f 0 j£ ( 0!l i. tf . HOtl 
& ( Ztili**<7>y ••/ mZ&G LX ^3:^ ) tWt-CSiiV^yb^^ h £>gfi£-r 
Sa^'tlS) £ L T i* 9. JfiL©jtiH;:#JBT*4. ClcOio&Tf&ojSffl 
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M&mmm&m (pet) m&m t lx &mztLi> . -t%b*>. lo^-yst-t- 

Gik&mfc £ *) . PETtMRIii^IJ^^Jttll.. ffc^M^-^V^ffJ 

t>^r«gT'J>-&. <!<?)J:33r&l0*l|«>2oa0|MU =i-n 7 0 ( Neurolyte) 
— f-fsf^-fh ( cardiolyte) 

09 £ t±\ 1 ) I**«0flH«fc»4fctf>K:MRI ^ffifflti: 
k „ 2) 19 F MRI (NMR) ^^•^^'\(©K**8ttO»*t*ffl'fiii: 
, 3>-S£0)#SW8i*£(&3itt2--$rSS3S-C£.&) **£4*>tcW#MStt 

tf^aft**. £Kte7 -y m-t^ it ^Va commit ) tfl^iikti^ mri 

te^iaJK ( -f II £ ft * ) KltSi, 8 ft* 

tt«ast»Lt«i5ii6. mft? y <-*-$:*> 

l«i«)7 7**«fl:**t*7»*ftft^*«a**tI^4;J:i:J: 0. ffi» 
4fjB$*Btt*>ilK<Jl£m(CMU J!) 2 2 - 5 5"C«SI) fc^iiiiCI* 
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4 v t* * o *a s aa *e £ *r $ k s . ^msstitfati. 0"j^.tf ^yoiaiamffi 

C 12 F 26 ) (2, .T<7>jfi7>yfl:.§SHI:*ifS<0fItj£ ( 7 5 °C ) -CUtt** 'o&tt^iDffllK 

J:9Piffl5r1ff#8£f#&*:#>£s #J £ tf&ft % 7 -/ m # * ffl f£!& Sfl <0 J« # 
£ iMc *D * & £ <h £ J: 7-y3&^#*iM^Il;££l£SH£J2afS£ia*-C£ 

y (CT^if^^^y) t <o ^ ^ & , n&ztitzmf&.®K?)m&®mi: &if 

h 0 . 

s ; ^ir* ; -jv c 'Ci 9 h 4 o o 3 , Fat;-* C c 2 , h 4 b o } * if ) t> > * 51 W <r> % 

Sfi C « ffl T £ 6 . 0Ui.(fs /t-7**n-tert-^^y-* ( t - C 4 F 9 - 
OH ; b' - x - T - ^ • t-5*^X (PCR CHEMICALS) ) fc , M i$ 

i coiaS«!aj^co#ffltt{i. «itf, l ) £raWK#8? $ ft *: is * « *8 £ s 

fcfttMR I JrftffltSit, 2) MR I (NMRJi^-MK^tage-^ttSrfll 
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M-h;K0 1 0 0 0t^l^)ft3tfc5) . 5S?o>-5fci1ttf)l!lrMi:fIA { iif£ 
L< . 1»Mfti$. J i-cr>*:if>lzmiE 1 S7oy*j8^ISrtini:@#fii*?*L^. 

J8SS?>lliL«F*H::&A$*x.S>. * 56 91 tf> it l£ JPJ « . B?3flB*^-x, ft* 

Kx^-^ , nr. s&jhe (Miif, sieife-r) , BBS, ««, «si, #o 

Kl S5 x ^ - * . 'J >- ® , BDfflBgT, 4> ME 3: i' K i£ A "T & .1 i: t T # S . 
# 36 HJI H S6 ® *3 ^ T , XiRCae$*tT V^V^^r V - A< ( taxol ) CO 

< -r. 
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0 $ ? a y MT <?> * <?> £ d % MM ( M i. IS . 9*V-)V) «8f J^ttS. **; 

, ifc » , « * * W » * if ) 

»f»IRrtjSil*?rttfc:-r*, »l 0 S^ny*i, ffi Kttftl S?ny 
4h <0 at jS £ IB jj* -T £ . 

*<BJ:3*lHrtiR**T*»SfcJ:D* ««**»6l»*l«<i4. CI *Ui . ft ¥ tt 

|C N ^h?"JK»F ( Intralipid) (^gP^jlffJfc L T tt ffl § tl h H? JK <0 fli 
ffip ?L fl: *I CO KS & 2, ; *t't'h5Att ( Kabi Vitrum, Inc. ) , y-X*77>(t 
ffl^l^f h V ( Clayton) , IE 56 ) , - a - h 5 0 t 7 H ( Nutralipid) ( 

^IB □ jRAKf fc LXfcffl iHJR<0lill)!f?Lft3W<0lSA* ; ■? 7 # tt ( McGaw 

) , *iJ**-r«7-A'0 ( Irvine) „ t> |R 55 ) . 'J # y V ( Liposin) I 
II < ^HPSSftffJfc L T tiift^tih !^IRcoBiWa<kSl|cOffiiBi^ ( 2 0%<O*Si* 
. 1. 2%c0lBUy|i®,fc«J:rj r 2 . 5%0/'J-fen-^ittt5 ) ; T # -y 
h5*7h'J-Xtt'( Abbott Laborator ies) , ^ 'jy^/- X is # zf , t> 

*s»coj:d&3is#w§MSC£^*-r.&*§-£ oh5!it»Ffli 

£co J: 9 K ) (4, l£ffllig|I#W£*:(i^:£fctIf*&#rtT'^M§ix, * cog it 
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(56) *f* s P8-5 0 70 7 5 

*^hj<5o s ^ izmonmmmz a ^x , * * v - ^ lt 

iS^&To — .:/ (t-hi^x-kX ( Heat Systems) , ^7/1^X1 2 0 2 0 ) 
4 { iM-Cl SRii»(?)«St:, 3il(7)USP (*SaS^;fr) 5%t Mitr^^ 
5 ^ ( 7^7 T • -fe 9 t jl — 7 s - >r ? ft ( Alpha Therapeutic) ) £ Aft*: 

. Z CO 

7;^Syi?«(:6. 5mlcOUSP»<0±S»Sr*Jit7t. fi^iSTu-ycoSfc 
^2oi7)iiS«0lfI(:Afi > 2 0 °CV>tiim®lzmW L . ;<0^iHi 

ftL, missus* 3 o ^rasns t/s. mv^mortfmz s >u? ® mm 

^ — ( J^—y- 4 ? ;P -f — 7 X t- J* X ( Particle Data Systems) „ X )V V* V ( E 
lzone) „ tf^2 8 0 PC) £ ffl ^ X > « # * « 6 K <0 If A X # *B t Wt &. * M 

feLt: . % *i *: g e & « . m±mww:m&$} 1 . 35 + 0. 73s;oy-cft 

i 0 igf2£ft*; . 
ggifeffl 2 

^--t-S^^LJt^^ifilJfr/wrsytcoc^-C, <rft£>tf>^&£$|5EL*:. 

2. 5%, 5 %±> it/ 1 0 %co&&*>&#i£L*:;S#^^£& 
* y 7 -X'Mfc LX . j£££ft*:s#^ 1k<r>*r A Xt i!c ?> M . ilf 
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(5 7) ft*a¥8-5 07 07 5 

£ t' o . ft £ 0 « 5 T « & . 

Thitz. 3 #IBIJ2l±<0)H i Sfi*Ml»IBTt±, ;S # & CO *g fU± <£T L , iS^co 

O ^ j£ 3£ £ li i& 1 5 0 7 7h/cii?*ofc, ^JS*«iiS0-rSJIl^-C*3O£0^a 

USP«(T)^li>t>C2 mg/ mlOigST-^drV-^S-^^LTt. j@ ^ & 7 o - 
y*<«^T#.2.Rgi^<0$StC, 3ml?)USP&5%h hJliLitT/P^S^jgft*: 

its # ^ & # k ^ an *fc < $ ,c5E«-r as t BgJW<oif m& (im 

<o**«3&(»*o*v^*jiitt**-r4) tt»k**ti:k*t*4. z commit it 
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(58) f^P8-5 070 7 5 

its . 

IK*n<oi8£<Da;#^£*<7>!gii!|ij£ , 3 o oft* & i&£ ( -f =5: *> *> , 4X:; 25 
x:tJ J: rjf 3 8 -C ) TWSSttJIMLfc. 2cSgttli, 0 fc *f"t -6 « 
£ J: 9 38 5g L*: . *S» (SBO) JtWtSS?(IIfi (T/^iy) fSSrfra 
<D X o £ IS SSL (Uttffl 1 , ±a*Jfe*T*!8?fCaii*«JSS-2 0%t 

(if* (X/PV^ (Elzone) ) & * 2 £ Sft L . 
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£S£i£7k#©M&$! (# /ml • 1 0") 
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(59) !»^F8-5 0 7 07 5 

t ti#> IZ . ^ftfeS ( >V7V > ( rubrene) . 7/K 5 U »/ f" ( Aldrich ) A# 
of gg ) £tMlll}#T/t'7 r $>- ( H S A ) SaSii-^^rtttfigLv-^-fcLT 

ft ffl L t: . ^7*i/yt b*xyfc»iiL'C, v tv / >v~7 v y * * 

Sr. 1 0#iaa^*T5-y h com&Mlz&XLtz . ftAl^H»l:lE«7 7 h £ 
SSL. 24*IBffc(ct>-3lE*If&b£. 

mfr^i&tzm mztitzmft&mt Kama* ntz&moiimiz^^x , m?, iff 

IK , ^ J8K p)Rt5iTjf'S'«<?D10 0S^a>-^^jSfl)n-5r. &3Kgm«T'S^L 

^ f* t± ^ ti ffF SS . 8$. W«*s J: V#«fc:«3KS*ifc . «!SI£tt^&fe *> SIS? 
Sft. <7> & S <i M-ffc 3 ixt is 0 , tA'f.feS^JtajJiit^S;^* 

L-CV^. i^i»*(i^«i:-gcL-Ci30. * * V - rt< <0 i 3 & If ig 3 ft *: gg*J 

mnme 

tgj(SBO) E-a-^^-aiis-ft^&oStt 

SSft^IS«±lt«*tftRlt, 2o«^^^SfSa[ ( loli20%(0SB 
Oj^tL, l-5li30«OSBO^tt5) £ # {£ L Jt . 

>f > h 5 U t -y H CffilK^TPNSI) li 2 0 %(0 S B O J^ff S . -? -7 .X K 
H if h 4 V h =7 U tf -y V CO L D 60 {± , lcc/*taALit«f- 1 2 Oil/kg, f 
3 0 g«V)Xl:-?Ht«4iltfc5. 

2 iPE <D ^7 ^ * (*S3E ; #-<"7X£0ftllj^3 0 g ) £ . TE»i5i:SB 

S8SS^4mlSraALfc. l^)«8(0*7ni:, 2 0 %S B O S:itt SSS 
£ # i. . B« tf> S tf> # * XK: « , 3 0%SBOS-^iT-f-S®S!t5!)$r4^^. 
2 0%^)S BO^^ttSSISS^^iftSWt^TWSEfOv^xl^ #S5 
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(6 0) #tf8-507075 

m-csizmv. s b ommn 1 siiaafcss? stamens sic *> * » & 

Stelijl^iiS:* 1 -?*:. 3 0 % O S BOSr-5-i.fcP^^^XCD 1 E «D * A* S f£ 
fcJE/t*' . .1 ft A> O IS * Ji . TfTfiS^SBOS^ ( O F 7 'J t 7 F ) k itm? h 

£ i: £ BJfKtk: L "C ^ & . CKO l«#^&ftA>£^»<Z>»9>-?<'9b*:;6icaj 

»9>o< o tfc*m-f*fc^4i!iktt*«3e"r6fcAfcK»tfi-9fc. * s ( sb 
o) sr^-^-rs. a?<fL^se (7*y§y) s<?>i5#^&£ . «atfcj;5i: 

St «l:J: OlIL^:. * 6 n ttl * ft # * « tf> B JSW £ , SH***?** 

h *»feHH«£-«]R L, ft««M*BTM«> + ttfttt < h l> U * U F > < * 
SMUiifc + ttftftJ: 0 * 4 ) £SS5£L*:. 

5iioiPi«iiJx7^y9 v ( -f y h 9 u e y F , 

20%<O^I», 1. 2 %0)Wft\) >MttS*V 2 . 2 5X«/!l*D-*t4 
ft J) fcWHRfcLTttJULfc. *t*Ui> x v /I. a X £ £ Sg-ffc-r S *: tf> IB 'J 
ft S £ #J i: LtfflV^. 2 o <0 O * ft ft flfi o JUL » K/U * Jt 8 "f S - 

* 3 . 2 0 %<7)ii&£#*-f 4 £H:&ig**t;:fi**ig,K 
3 0Xtf)ttt*tt4»#f»»5il»KfltaALfc. 3ft<7)Ztl?tHZ 2B 
W77 h^.ftfflLfc. #*-£*>«*»ttfttt*>Jll«t»I'*>l'fc*3 ( »{atimg/dl) K 
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(61) ^lST8-507075 

m 3 







BtT 1 hr 4 hr 24 hr 48 hr 72 hr 


*H8K20 % SBO) 


11.4 941.9 382.9 15.0 8.8 23.8 


(20X SBO) 


24.8 46.7 43.8 29.3 24.2 43.4 


(30X SBO) 


33. 4 56. 1 134. 5 83. 2 34. 3 33. 9 



/ <.^* i aAI«i/^^l:ItS^)i:*!)2 4 i$ ffl *» 6 # 2> . ilitAfil: 
tCfttSCSSTlSClJ:* 5 * & . Oh5'Jt7HtLtHi (20%) O 

IBJMrtfclEMfcfc if v^S . > h y y t •/ H £ & -5- L *: S¥ Kit® L X . £ 
«OffT't*14fliflfiOJlil4'^'<-^(i:i:-C-5t^r<JtJD(i:L^:V% < . ^iit^^B^Offl 

tz^xwt&zixhv^ivx'mmx'* & om&*^^ % . ^ftwnaft^Wift 
x-mmz titzmma. w^frtzcixctmtm&zii-rzx'hzo. 
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(62) #^8-5 07 07 5 

e 

SJLgLg 

<o m so <o & <o a o fciH^^Ejicco&s-tsss-r s t t$>s . z<?>£o% rg 

3ft-g>*§&«i, O -tr > , h;i,x>. x a, x - r =5: fc' * & . &#?®itm 
^jaT'0-^U-xA,-Kl^-^-(cAilT.^^TTl!|l6it*«!B5*l^*-rS. 

& k T-mwcom&jLx. „ i ftte^swK-r ^-c us & & <o 1$ * t > 

L^5£lt^f v>«>*£#-C . i ( 2 *: t± fl& co it *S & 

& i> <?> J: V 'bZ ^Z b £ ^LX ^ & . l$tt?1&nttfclz&m? &tz#>izm&1&m 
-£ & Kfriz ^ a-2--?7a7v7Jy. ®k*a <?> * T V - > <r> J: o % <7) S 
Sff igOff)S + l:PEG-x^7t K'J^ ( f£i£ > Sr^SDt 
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(63) #ST8-507075 

v -ivzism- &mi*m&ft?n£mft (mtti. mmm3 *#sb> to* 
oizmmt. m%<r>£.m l . + ^ * * v -/Koaani „ ux 

hy^tssii^ttHits. *§ ^> ft * & % $• it >i> # si t . ±m £ 

;«OiSi(ll2il?:, i#I*f-f/^iv^77 M:ftALit. 2 Sf |g| f£ 5 
•yhSrSiaL. JffM4UC#tt^£?*V-/P<D»£HPLCf;:«i:>58!l5tL*:. £ 
fc:jfr«<Dtt#, <Jc {c T -fe h- — >• D;H:J;iiiii< ^ LT3i^I»<0±I 
?«<0«feSg^^^S-C* o fc . ^ * y L . HPLCtft 

ALfc. 2B#IIIB{cli&-'y-L*:*=»f V-^»tf># 1 5 %*i0JR$ii. ffiSMtfffr 
Ii:J>S;fc !:iLti^. d^jguui. jt * £> * $ \\ & =f- £ W m "T 6 Iff K «0 

%88<*J i o 

e s-ffiffl-r sftt> o «c * fc« t lt , ^*-^s-3r p e g * mm t 

7t . p e G«*»ttT* o , #*ffittT*»K iffl]jafcfi;3£-g--f , - jk «c £ a wic 

fc. -T=3ri5^. i*Wl:ia<?)iSi:PEG5iAt6i. « fa £ *M Jn $ -£ S 
title, Sgo^^tt $■ ft±3 -£ S £ fc tfl-M $ ft S . S %T )V7 * >\z 

mmi-tiP EG -1-*-Jl-cr>m&Z$£{tZ-£X , 4 

^ & £ f# & .1 i: ** T' £ 7t . PEG-f-^-yHi^:iR<c|e®0^-^riSStJt (09 
*. If , a ij ^ i \ 7 f ( Harris and Herati ) % Polymer Preprints, 3 2i : 1 
54-155 (1991) ) . 
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(64) ^8-507075 
*f!2 0 0 0 g/il(?)PEG-ft-^S:, 5%7^r5 ySl*!: 1 % ( 

i odco. i g*Mttz) wmm-cmmttz . mmm 1 izum l tz * o iz ^ z 

M 4 fc E® L fc «k -3 fc K * L . 

LTIi. 0! i If , *'Jt'-;P7/l'3-;l', y h K o ^ x ^ >v X ? ? V V - h 

Cn'JFy, *'Jt7*70 < 09 ;Uf . * h -9- > . r /i^ > g? *s . t r ;na >- 
f^f^h?)', T A, A A, . ^^f-V-^rf) tchUfiht . 

-f > b" T <9 If IS B# HI W * ^ ifi 7 •yft^-fk**#*sa^«i. JH«* 

rtl:PEGJttL^v^II:ltilil.-C« 83 H « IS * f*M;: £ £ o ;t . £ J: 
^ it ff] 1 1 

IE B J $ ix *C v> 5 . -tfM^o^^yvfcffl^T. tfK. Iff j» is «t Tf&m *> m M9 tt 
tej£#J L T ^ & . 

V< 7 v V >l±m&. r ;u 3 - ^ Mi ( 04 <f , :? - >• ?fi . * y * * x 
?• /Hfc U -fe U K&fc') ^D^^yycOjSjSESr-i-^rt-S^r-fe^i: Lt. 
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(6 5) &m¥8-5 07 0 7 5 

t Kit* U - ym. ^U^^^xf-;l,fli^'J-lr'Jh'^i:'W^?Si:LT, & □ ffl T 

^'Jy«x^/-;U (»3 0%) ^Uv?*-^ ( Cremaphor ) ( # U * v 

Xha-XT'l : 20-1 : 1 0 0 l:f R l^rlttllf^ ^V^, » K F*J ( iv) & 
AKibsRLT, ^□^?ScO^*tW>'W^-r<>f7b*'J-r>f{±*!73 0%T'fc.S) ( If 
>- K ■ 7 7-7ya-f ^/l' • a y ( Sandoz Pharmaceutical Corp 

oration) . fftfftSD I - Z 1 0 (A4) . 1990) „ — &IZV< 7 v 

ivitLtzmm (mut . ton^^'jy) <7)®m.f*>m&i±. mm<o®$-w:&iz 

l$ & t - ? jM 4> I' it S <^ £ S S CI i # T' # S . mx.il . 1M ? o x 

n?7 * - /m; & i- & is] s £ & <t s *: k . Hu&o»#^3apV(;:£-*£ix 

S-t-f^a^^'jyiifJMrtliA^iOjM^^^-l.. .1 *L ti £. # 31 tt ?i £ 
v><oa»*>ffii<o**i;:**L, arc i 0 i« # ^ & 1*1 # «* § 

iiS. § «^^^^T-!f 4 ?o^*'j > ( * *<±fliJ<7>&)g«i$'J8'J ) 

-t & M * *'J £ , i!FH + <Z>«l*J5Rfc: J: 6 SAJ tifcWHwSittfc: J: 

7<o^ymzmmm9 iz^-t . **9ic*«jTtODx*yy ( shafts <o« 

^^)ftS«iS'JSI)^^»(=ov^-Ct|3ia<0^m*^JBI3<x-i». 
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(66) #H¥8-5 07 07 5 

jefl:a*»«fflsn* . mm. nv? s >o i 5 $rgs*>£>ii88 sit* «e-v>f 

? o # :r -fe ;u t <i , ®flJ{c«fi5$a7tta:*^«g'^^3ta6{;T;u^5y«ouy>« 
s±«o^<^T5ya^5pjfflT'#s. gut lt, s#^£t?>M + *r-r 

it^tH. 53'J <0 F9 J: L T . **^*<D»J« + C«»«l«±»y-fe7-^-l= 

izmm-r & i t s . ?^>{c, & & « <o «i as m o « k . *7t;HtLt4« 

gififtff* 1 3 

( 4 OW±C7)Jig^^!ttc7)S||g^N I HfciTJf/^^{iFDA<7)*SE3l« 

. b h (T>mm<r>y J J* ft iz ®i M *) SLtst: friz*; 4 >V xK? ? - £ fig ffl -f 

i z t iztt-r h fistt-* h . ^>f ^ x « j * e * # -c *> s . a-j-cjite^M 

L'j:V>t^ILft7nS K I* * a . flftttj&<?>4'y.Aa'fi|=l!ir)&&ii&v*. 
3 ^ }c , O IgJiPJ Pil 8HC , Z<7)£ o%7y x-~ VliteftX'co^MMWmbti 

tHttfcJ. Z ZTlim&T¥tm$:m±-r Z>t:#>iz&M&fi:\±* >J 1 ? 7 U * 
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(67) ^^F8-5 0 7 07 5 

# it ^ eo it -t . *&WtZ*i^X . lOi 3 =5: £ $J S? SO Ji 

. £aSa»ffll±aK*6Ml*!*<?>iMJB<;:iK*(::. IS R rt a A tc J: 0 «5 N SB JS fc 

;»i9 4f**i:^-yf LTIi. tt £ ft . Iff * . JUS 

ft, »jjai4i»*iffi. zft&mfcm. aidsst^-** 

fcS . «i. tf , O^yylUIlf ( IGF-1 ) coitfe^Ji. «f£fttti*M 

it ^ tit. mim^^mvnm? (jM*ft^>»«te*fflr*4) ta- k-tsjb 
g^fiis *»^Bo«ev-f^o^r-feA'»^o*rH!/i-ft:K:J:») % IF « fc * - y 
r * y/ti <r fc s . m&iz&®%. y ^5 a (ldd y tr^-oae 

ft^HLA-B7«±5*jjiJsii, ( mt a . a may) a-ts * 

friz. ^^BB^SSv^f ^D^rt^S + CKOSSfiS. nort^rf^^+fc 
ASfc. £ it # v H W *ffl 13 fc t»j *» , £*u&*lM1»a-rv I L - 
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(68) *f3HF8-5 07 07 5 

a ? o a 7--tr;u&« . m« cox y-^mmmfrM-r zm : ?&&fem&<7)tz#>iz . c 

commit LtSfflt5:tA>'tls. %<r>£ o%Ty**yx*vn?\s* 
j-Fcoi-ocoma. & mist & 4 jv * <?> * v t 7 - >i> fa : s y + iv \zn -t & 2 1 m. 

V * *V - 9 - (CFTR) afS^cOiM^^ttffl-C^S. d^itfE^^X^LT 
Z b X' £ £ . 

tf. SSDNA se li*7t;Hl:3fit 1 if id iH ii$ ft 6 . H « 'J * if 4 A t> ij 
7t^ftLT, fiJ#^&^*hfflHc®«&Ja#?:*S-&£-<i:S £ b t J: 0 . «7 -f * X 

7^f ^i.*^^«iev^?o*7*;H'1i(:*7t;HI:?fi < AT, 85 1*1 ft 

^JflL^ft#!jjj|j: LTfeffl^Sfrft<OT&te^*:^ofc'^f£lftft ( I HC ) 

« H « 0> UK , ffifflLtt^TOSiittC. 2 0 ml«#7X(OR)St^ 

^^>S80*->- (horn) teXTSX?- (collar) £ „ 7 ^ 3 - i: 
JS*-C«c?ft^. iftSW^RIB-ea, (h-h^XxAX ( Heat S 

ystems) , XL2020, 20 KHz. 4 0 0W&*fcl}7J) « & L R JIB Hr /U- K 
. 3. 5ml<05%w/v<?5's^:^'nt*y(thS7tti'7>') £ Sn . 

# 5 - £ 5 5 °C \z Wi L tz & &m W ® lz ik tb tz . 5 5^CT?>5tJ5l±fiif<0j: 

itfc^A', ^^!Hjtsj£®ffl<oias(o~8o-c) -e & -rs ,r a< t- £ & . 
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(69) ^r«f8-507075 
P Hti 6 . 8Tfc-)fc. T£W.mZ%& iz iiiSL J&mW & ft ft IzMWTfo 0 . fijSiSJg 

(OltlSAxitt, iiJAf^l 5 OW/cn'tfto/t. Sl5{ii^3 0^g|-C^7-f 

^^ob'y-Cti. 2. 5%w/v»I?:*7rf7^XG-2 5y^31*5A 
CILt. •J>'KJa<OJ:o<i:Bt^5j->'*^v>fe. b h\t^Dh'>' I HC»l!l 
W 3: fifc T li . fc *tf>WBfffcanfc . 

ttfci. *fitt«)*]llL* S . JRi:*ttlI»t*iS* + l:4X:tI#t 

s . 

Affl«=arRJ6Tli, 3 S ? a ^ T & ifc ffl £ # 1 S 7 a v <n , 1 il 

l^0D3x 1 0»|«I HCjg$T-£*-r6i8 & -I tf) fi£ & T <i . 

V^*: . a^JCO^rffiTti, TL^fiS^'O. 2 S ? O V ( 7 y h V > ( Whatman, Inc 
) ) <n T J Y •/ 7 ( Anotop ) -f ^ ^ - J I L t fi^!fi9 ^ ? ifi L /I . iP 

& # S 6 £ iS fc A, if 2 *; Ji £ < £ & < * £ ( U V - tsJ « # & "C SS 5t L *: ) £ 
T , miSMcoAiX-y 4 )V 9 -ZVtftLtz . 7^?-4>UHCt r jg ^ ^ j t 

1 OO^n^^hV (kD) ^ h U 3 > ( Centricon) jS'l>#Jlf 7 -f ^ ^ - Sr 

hh . I H C $g & £ 1 O 0 0Gt5»SS't>»it5;tfcJ: 0. * R & co ^ * 
i/at*^ (64. 5kD) c^gp^tfBti&SIiaL*:. ^ #7* (300 

kD) irSf U I HCJSILt. LfrLZ<7)1rm~Cli$)2 awiffMit 

i h c nmmvie- mm «± . tyh'jay ( centricon) jS't^mx'h s . 
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^ « m m <n m tz % mm itz-tKx <r>mm. 1 1 t iz , 2 0 miwtf^xwRje-t:^ 

. f** ViSlcT)* — V (horn) tJ J: I* ii 9 - (collar) £ , 7^3 -/P t 
&ig*-Cifc# t . IIW^R^ta. St**-^ (h-hi/XfAX (Heat 

Systems) . XL2020. 20 KHz. 4 0 OWfi^HJ*) & 1 fZ S iS -te A' 

fc, 3. 5ml^5%w/v<9>s.^^ab*;y(fch£7t(2:^i';^^^ob'>'/T 

/p^s^WJi. 5 a» 2 ifc t- L *: ) £ an x . iXfc^-yu^-Hsx; 
izWtfel, t:i& &m Wi®lztt.ih tz . 5 5°CX'<?)Km\Zmm<n £ oX-$>->Ki) s . £ fi£ 
^tiJEKBBiOiaJS (0-801C) t^«t 6; i I 6 . pH{* 6 . Stftofc 

7J Ji ift 1 5 0 W / cm* T *> o . KJCti*?j3 0#ra-C^T-rs. ItiJ: 

n>-<0. Inl3fc9»l 0 8 ffl fiD -T & i$ i« # # £» *t & . £ « i£ & T' <± 
& S , IHC(7>a8«iIiHll:tS70-X*- ( flow-through) 

fi£ H m (T> m\Z , ffiffiU^t^t^itt i tC, 2 0 mlCDtf^X^RJE-fr^ 

> 

:xt?<7)*- >- (horn) *Jj:tX*5- (collar) £ % T;^-;l.t 
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(7 1) *#3l¥8-5 0707 5 

m*?m&itz . mmm%8.&-ci± . (b-h^xx^x (Heat s 

ystems) . XL2020, 20 KHz. 4 0 0 Wg^ttJ^J ) CSS L fc R iS * ^ fc 
% 3. 5ml<7)5%w/vcO^^^C7b'v ( b r- a x > £ in * . RJE&38 

IZ » 7 y ft & -ft * & T $> h , yt - 7 ^ * o x * U f 3 . 5 ml £ JD i. tz . &. iZ * - 
yt*7-J 2 0r£ii5£L*:ia£PMt;: pH«: 6. 8 X° $> -> *z . i@W 
jgmi!S«ai^7-C'-fe-ybt^. SSiti£#OltMa><o«i. tHiHtm 1 5 0W ^ cm 
*? 3> i iz . KRilZV) 3 0®mX'&T-r & . ;fti9»v»i»ISiftli*^i»BT 
tiR^lifiTt S J: o X' fo ~> tz . & £ $ ft fc =5: 9 S & «i . f*l ffi * 7° b 
Sft^^-^^^-ox^'J^^^-r-S.^lf^^tt^^^nb'^SOv-f^o^ 
?t »i 88 * SR £ # * f & . 5 ? « <0&SiSE £ iFia . iifc# L . iftifioasS 

d^ctk i mis^ o & i o * ®<dwiz h mmwn t> ix h . ^ & £ -c ii 

^Mffl] 1 7 

&i&mmcr>miz . &mLfz~?«*x<7)mw.t ti>iz. 2 o«i<o#5x<oKJSt;i/ 

. ^ * ^ « tf) * - >- (horn) fciT/tf?- (collar) £ . T/^-^til^I 
&ig*T'ifc.i* L£ . AIW^RKtli, Mifc*- V (b-h-^X-fAX( Heat 
Systems) . XL2020, 20 KHz, 4 0 0 W &± £ J] ) tc S L fcS«-trt'C 
. 3. 5mlc05%w/vCO's.^:^'ab*y(bh^7t<i'>>')$rJinx^.RJCSS 
(c m 7 -y -ft ^ <t * * T ft h . A-7^^Df *'J y ( £ (2 . 
7 o b /t^ T $ V ) 3. 5 ml £ tin £ . iKK^-V^tf^-^OXTKiaSgLfcia 
JKf8S5i§ izi&ibiz . PH{1 6. 8 "C . m^i&nmteliij] 7 -Cb -y r- Liz . IS 

Jt^#^>lt«^*^{±. aJTJ ti£; 1 50W/c«*Tftofc. RJ6tt**30f*lBT 
S7t4. -Ifti: , ?«v^fa*7t»±«v^it|-Ct>iR*tiffiTf4J: oX- fritz. 

&±ztitz&>-%mmmit . ^ & k # x b /i^ $ ft * ^ - :? ^ * n x # 'j ^ ( * 



J P0008507075 ffil e://ohspffs01/ i pdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpc] 



(72) 



^8-507075 



Pag e 72 of 91 



o><7). 1 «lJSfc 9 *^ 1 0 *®V>MZ & htlh . ;<0^)SSta 

* It W 1 8 

e'j p#-»-»5 ' -yy| (plp) oJ:^j7oxf 'Jy^iiiftn 

R*£tt LTI^4S«tt < g=Sr&P 50 ) * * "t * ^ * * a b* * 

I H C £ P L P (^JOWTnxf'J 7?f«if ) fc S 6 1= 

Sfl^«0RJie^S«clXo^.^^S^;Pit^PLP/Hb5r«.RJE$S{3iDi.7t:. 
.1 ft £> . 0. 1/3. 0. 0. 75/3. 0. 1. 5/3. 0, 3. 0/3. 
0. 4. 2/3. 0. 6. 0/3. 0-C'J>6. 30# f£ , lOfSifiSflS^^fil-tt: 

l:BMU 4X3t*#lfc. <lco0f&ili, t 1 ** b'^<D b - b 

Z&feit-r h 2 , 3-DPG ('Jy*yEF6 (82) bfi^tS) «) f£ A3 K & 
«<c J: < <HT v> -S . 

lt06o«i«col5:Si»lcJ: 0, P L P W.&<r)Uf£cr>misa\z X OPu*'* 
JD-TS ( S!iStil*H£a*ffi;T-*- h ) I H C &® t>tlh X'$>*> 0 . 

#i;if i/y^ya-* (peg) #SttT$>9. MIKfcrft 

li. ffiMtttfffi^i #il^/i3ix-c^& . 'J^V-Aitt^tik. PEGfl 
ite^/IX 0 «t 0 «»i^SA**jD-r £ i b tf&^KZ tit: . *JfiL 
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(73) #^P8-5 070 7 5 

P E G - ^ * - « JK £ M $ * T , <0 Jl & & P E G - * ;/ n b' ^ 

zm&-? h z. fc # "C & o PEG-f-3j--;HiXlRJciea<!0*&T , ifl»Lfe (01 

fcf , Al)X^?f ( Harris and Herati ) , Polymer Preprints, 32|: 1 
5 4(1 9 9 1 )). 

0 0 0 g/ml<7)PEG-?-*-/U£, 5%'v ; £^*ob*^^?a[4'{-l% 
( 1 ObICO. 1 gtlBifc) *>»*T**Lfc. :«ia/PE GJ8ft£3lJ& 
M 1 4 fcEttbfc J: 3lcM*»«L"t, »Btt#JfcJ*ft»**ffrtLfc. 
^jjLgj 2 0 

Beauchamp) » Analytical Biochemistry, 131:25 — 33, 1 9 8 3)1: 
ftH, #?1 1 0, 000 (PEG 10k) (OiK'Jxf 

1' S^y-^CD I tRBStfe. IHCHO mM<7> * ? g? 

ig*S«?8tpH8. OK SSL. PEG-CD I (^'s*i/ob'^Uv ; ^*cMLT2 
t&t^MJSfJ) ZMz.. %.mm.&® £ MiST' 6 B*fgj$t# t fc . & # <x P E 
G-IHC£iPifiLT#8tL, £S:fe*g*-Cifc#L. *Mtf0^ff^^aAlS*<- 
SSlLfc. 
gjfifeffl)2 1 

pH& fc* tf> ^ < -5 ^ WL St K ft L . 

,1 ft. 6 tf> » » tt » 1%, 2. 5%, 5%,-eLT10%£0^ ; E^Ot'^^?g*» 
*>P§8L*:. £ ft l*>^10%^-C3E-ft-fSi8«-C,^^^ot'^k 
b hJliiJtT/uys y<?)£ o MfRtr h&S&Lt: . *r A X b feBHttiL^f- ir 

9±T«, IS: <o * S £ ^ ft ii iS £ 3r«»o . 



JP0008507075 ffile^/ohsprfs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpc1 



Page 74 of 91 



(74) $$^8-5 070 7 5 

miz\t. &®<?>RfcMmiz o ~ 8 o xnzm& l * . « & * ai ?& & s « **> i ot? 

$> -> tz . 

ffi § ft fc . inJ:*)*v>«ffl*fctt«^i9iaiT»±lHC<0Rli^**»->fc*«. * 

SHU. ^SSIO^* ^ntr^«/h*liiOK*S*-r*. fil & SI !S <?« 1 6 
^M^t^o t'y«i8rt<0il7 y tt.9tik*mmi*0) * 7 * a&m 
Lt v> S . s-'^a^x^TSH, BCNU. ^;P7r^>. ^ JfV-;K # >- r 

*.mt tim&<7)m®*m ( m ttfjz&m) <c&»lt. ^t^n h- > «s & * k 

V-/I^£*2ilfc ( S B O ) 4»K 5 mg/ml<0i§ftT*j§jJ¥ L *: . 3. 5mlc0 5 
^Sfig!l2 3 

X * V h l^^-fe— t- £ 5 mg/ ml <7) & ft T' * £ & 8¥ Lit . .I<9*?gifclml£, 7* ;W 
( Pluronic ) -6 5 ( ,f 'Jlf 1/ y H i ,-(f 'J 7D t ^ y H 
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(75) #^F8-507075 
O ) )V : J 3 v £ flsjftLfc . 3. 5 ml cos^^^nt 3. 5 

ft* « * * ft . 

gi <t m 2 4 

o b' >- . T^y$>-^^. I HC(c\^^oh'>-2:^«-ri,*«riiJn 

StiJftJ: LT, 51IIM2 3ffl*Itt*)B«)fti>9CM/oty* I HCt 
iz * 7 -fe ^ ft-f £ C t ifi T S £ . ^^rT'ot'ySrl O^tfDjgJgTyMc&lSL*:., 
<I<0*J§?i£lml£, r/l^O-/^ ( Pluronic) -65 (tf'UJCf-Ui'^df^Ki: 

ijrotl^y^^y f<«yn7^*ii*) £ ffl T s 4 m 1 0 2 ?i "C lUfc L 
, 3c5£=5rjfii£* ( w/o ) 8»'jNX-?/uy 3 ^Srf£j£ L *: . 3. 5ml<05%^^^ 
ob-;xM£, \^/nt'yi#ftS3. 5 mico c: cow/o SIWnx y 3 v 
tllU. 2 «Oil-^!f?J^ 3 0 f£Htt#i£*iHI£ t T . ^ * ? n b' y £ * § 

# T-fc/Wfcm'hx v/t^* 3 ^£^^^-£^*£^*^nb*>'f£j£{*:£#*:. £ co 

# ft «: . I HC<om/jN^S^O<0^^i7-Db*>-iOtg»$r«iD§^:SO{:*S&TJ) 

^%g«2 5 

tfXOBg^jfciSB^IS C 8 F-MR I ) 

A-7/^D;ty^tt57^/5 ^f£j£f*:£IIS£0iJl 7 I;: IE « L ft <k o 
fcWRLfc. S&J&SSfcte. ISI^^HiifeiSTK + ^ia^ y ft^tt*3i?> 2 0 W»% 
iLfc. Z<r>mm , M2n\Z . 5 >- (ketamine) t*SU^r5-/' H — 

W (Sprague Dawley) ^ -y hC. SSI S: ^ L T ft A L ft . » 7 

yt'^^^S J. •? )V i} — ( Bruker ) 5 0 0 HHzN M Rgft 19 F - M R I K 
J: 9 St & L ft . 9 «y h £ 1 0 cmtf5 i * F 3 >f /Kf» £ A ft , TR=1|\ TE = 20 
S 'J#. fU 2 5 6 xl28« -r - ^-7 h 'J •/ ^XtTiJuly- Jffl 
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(7 6) #^F8-5 0 707 5 

£ -5- tf) 1 B# HI , F C tf) * g|5 # iff 18 . * LXWmizWntX \,*t: . FC 

«fcL-t*>*»*tt*H*>«Willigi:i:fcfc:. iS£«tf>ISSfc: «fc S . iff IS 
* tfe W 2 6 

SjHgMUfcfEftttgW y tf ^Kft3• 
llii«224>J:3lCJ&:r^£JHfc*^fy•-/^ (sbo*) £■ s^^ft^^e 
^oh-y#««cS:ISSilL^. g*?F!gjS!F?!I(i . * ■ £ 3 * <S * * T 2 0 3£ * % <T> S 
BOfcL-3t. ^ iOSSl 2alS: , ketanine) tSSU^r?-/ • 

F — W ( Sprague Daw ley ) MC. ^ L t a A Lfc . 

aA^2«SS77 ^ISL. iff Ig £ El »R L * . IFH^^«<0^a*«*-C 

PLC^7it:aALfc. fttHSftt V^S: V<>?* y-;^fiHw#lfl«5 1 5% 
HIS g»J 2 7 

«»L5txr7-X - (350~-400g) C*f-g&^»MA*<b 

*x-T^SrAfLS„ 10^H*>ttT-?-<0Jfll>ffiW««;7 0%$rffio^. HfclO 

^CP 50 * S 28 uHgDKXfl: I H C tfO |3I ^ 5S tt 

mmm2 8 

<-f3r*>^ P so < 2 8 mnHg) IHCIi, g?* & £51 12 # fit 91 ^ T il» iIi§-T £ 

9 a <^ sua ( -r sjaspffi )T<o^K^?raai-ri>^^>. i Hca 

I^BWCffat^S. £OSWC0Jttf)tCP 50 *<2 0 mmHg<D I H C J ftffltS . 



JP 0008507075[file^ohsprfs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpc] 



Page 77 of 91 



(7 7) i*F8-507075 
f-flSj^j % h % B & $L?) * 7 ^ b L X , Iffl<Oliii5 { iIU7 7 ^ 

ftfflts. ? $ y X- mm l * t - y ■ F-u4?>vhcr>mffl<Dmmm : $: — 

24B*fg&. 5 -y r- £Jfift t T IS * IX 0 & L . ML, «J#-£ML. - h a y 
;U - -f r- 5 V 'J -7 A (NBT) £ ?t « h l> ^ :x - T' Ife £ L T ^ L £ iffl IS <D 
SJKSrSH^-rS. IHCfc84Lft?7hTtt. $H)S<7>5Ea£cogJK(r-ll;N-^7' 

ii8M2 9 

(S^LTtxr^-^ - H-l"f5^ ( 3 5 0 -4 0 0 2) C^SSi»M*>ic. 

^-x/t-SrAft-S.. 7-/h^)Jlll?Ri^2 0%fc^LvW HCARVSHtliDi 

^ *f-f;^lU-«fcftAtS. 0. 2 5A>f,9 2^^Ci)fc^fy7 

«s?s£-r < >o . 4i6fs*csssL, * * >- * -r-w-sa-r s . & 

ftg^Ktt&LT. * 16 BJ! « I H C ««t§^T-^^^»J*>'SV^ b tf=?>M2tiZ 
«83g&#g)*:*>g>I H C - - 9 -r KPfrM<P«ff 

2^t'Al«C"?«St5. -C>15 . IHC (iftlilHC/FC, * fctJT/P 
o >f H@t ( r 't»M#5K**fi J (Cardioplegia medium ) -CM) IZ&fe-t & . 
0 ml tl 2 *C T 1 2fifS«tt4. iS^ETJ ( 1 8mmHg) tl H C *S ife £ 4> lg K 
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(78) ^^F8-5 070 7 5 

*tW3 1 

i!»«:UtiHc ( iftm hc/fc, iit(ir*^sy/Fc ) * * * r 

tc: i* S* -T £ . #t£*6 £ $ h J: Z/#Hi&0£ □ L , A -f ;\- x <z> *§-£■ 

a , a^cT)*-^^ fr^#ttfrco*st; i> t£ «» £ i* ii -r s . Ltasfc 

f<OitC I HC ( Jfctil HC/FC, iitUr/l'/Sy/FC) 

jft 6 Oml/^coaST'KSfbtTt I HCt|ftfiS:i^^^-SC t <fc 0. ^ Br W & JflL 
Sr^ft-r^dfc^'-C'^S. «r<Otg*fc«ftiaT&-5-£ix. Mi.tf*SWCIt*ltt<7) 

i Hcts«!£ii3£-r&„ ttMflJi^flj ( ;niiit>f <oii^ to^v-f 

§ . P8«tf>*aS* 5 ?S»£ iit ^S^CSfJft^f S/ctfX:. » W JftL ^ i§ M ^ 

*C7;^y^DA*5«M$nSA''. I HC (JfcaiHC/FC. i 

fc'ti 7/1//? y/FC ) iffi *< y >V*V )V da BX -o T ft *> S T ft ^ 3 . 



JP0008507075 ffile^ohspffs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpcl 



Page 79 of 91 



(79) *$iFP8-5 0707 5 

3 

g»firtt:«ig?n^ Kf^7/^^n/ty ( c « F , „ ) QizfSL 

s 

f ?yS<0*->- (horn) fcitftf??- (collar) Sr. 7 >V ~3 — )V h I0£lt 
i*ta#Lfc. *S»3rKJ6Tti. j@fiS*-y (fc-r-^*rAX (Heat S 
ystems) . XL 2 0 2 0, 20 KHz. 4 0 0Wfi*ai7j) fc«ggLfcKJE-fe/HC 
,•3. 5il«|fi05%w/vUSP ( XBBAft ) t r- Jlll» 7 )V 7 S > (T/P 
7 r • -fe 5 tT jl — -f -f -y ? .X tfc ( Al pha Therapeutics Corporati on ) ) ) £ flD 
fc . »:l3*->-i:*5-5r 2 2°C^I5^ L *: fi £ P SB t:: 2fc #> *: . 2 2"Ct»S 

iEiiSScoia-cftoTt^, ±(fei*5HJt£ffiao^^ (o~4o-c) t^sts; 

its UK * 2r =f# 5 £ (i ft JSflifB tf^JSldfig T' & 0 , « X ifi ffi « A * « 

iKC 6.1<0Kf*7;Koyty (C 9 F 20 ) SrJO*. SW««JlSCiai7J 7 
T-fe •/ h- t . JP X. iS 7 •/ it m. it * * <F> M. li 1 ml*)?!** & *«7 1 3 ml t T^it L 

coyN 0 -7^^Dy^yT*s.^tc*eS}S?SSr*i«^S + ^4x:-C'##-ri». 
%mm3 4 

§»f l^t:fliggixfe^-7;^p h 'J 7f y ( c,,f,,n ) k^-y 

;^Ph'J7ntf^7$y ( C « F , , N ) g> f& 

5%w/vOUSPbhJfilJtr;U7'SV(3. 5 ml) J: 7 /P^ D 7 S y ( 6 ol 

A< 7 fife 9 . J§ft*«2 2X:T'J>0. RJ5l$^{i^3 O^tftot. g 
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(80) WP8-507075 

mftt,zffii&ZtiKlSm&coj'<-y/\s*nhVy'aV>\,Tiy C (C 3 F 7 ) 3 N ) 
tA--7/^nhiJ/f;|,7Sy ( (C 4 F 9 ) 3 N } 4 1 , T%tg2S?oyt 

Aissns (lxi o'*/ii) . 

it^i^cajsg^tA'-^j^of^'j^ (c, n F, R ) <y)-^Bg 

5%w/v(?)USPt MiT^/S^ (3. 5ml) t J* — 7 A> * O f il U V 
(C 10 F 18 ; 6ml) Sr J3 y x K JS * /k C M . iSf 3$ JK O j@ ^ ift £ MM t tz . RJC 

, mmnMtf 7 •? *> *) . 2 2x:z-$> 9 . r is b* ia & 3 ow& 

L> y # ffi § ti fz . § 4> £ . ^-7/^of* l J^!:^-7;^nh'J7DtA' 

r s y « f d a a* ig »r l & 7 -y f b m. it * * (7**v*dai <r> ± j£ # t h s 
*t £ tfMt ^ 0 gig t Lx^ffiffltt, mm %m{z®%t,zm*i s t-*> 

3 6 

a»-?»rtlc*HB3ft.fc''C-7fl<:*Pl5-?9'>S'-5 ( C , . F ,„ Q » ) 

5%w/v«USPb HliS7;k7Sy (3. 5ml) t 7>7^-f 
)V (c 10 F 20 o 5 ; 6 ml) £ # 7 a R J£ -fe /He An . m& m<7) M'g & * m fti I ?z 

#T$>o7c. 15 i£ c7) J: a , S&»ft¥&ftlz&1iiZixt:&m!g.cr>m^y4 Xft 
-> ti . 

*tiW 3 7 

i;-a-^%^it:Ma$^7t:^--7^^o-t-7'^-^^^y (c,.f„h,) g> 

5%w/v<^)USPt MitT/l'/Sy (3. 5 ml) tC 10 F 18 H 2 (6ml) 



JP0008507075 rfile-7/ohsprfs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpcl 



Pa g e 81 of 91 



(81) «*P8-5 0 7 07 5 

« 7 . iSiajgli 2 2 'C . R *E B$ fl #j 3 0 AlWCSHtl StJ>^ 3 . £ 
o^^^ctO, ^co* £ attest £iiiiII£<D7/i'*n-t - /f/^^yjt* 

mmm 3 s 

*.mmm<fo < h s Aiais^^sts t&#> t 7 j & v > * 1 0 

^lacij^otaALt. ifi 7 -y rt:«fl;*ifUi . 5$^7-y#fl-l£i!t*S-£-0*:#)- 
j&fc##ttT£> & . Wfrfcii? -y F D A ^fgup L Alllftt 

» (7**/A'DA) k lx &im* < mmz tiz z ti . — M^mmiz^yhzm. 

WLX mMLtz . 7 -v b <?>-&W%&m : kmmi- *) < . Iff IB. RI. 

ifLttIt,ftia<I^fc. 0, 5. 2, 8 t> <fc 2 4 B fcH^fc 5 y 

•yM2. 90Btfe4#L-Cti , )«Sf^->t. it 18 <D *: . F D A t;: t»T $ ft 
^ fi ffi CO ^ -y f- lZ H (f & i CO&IZ LDj.ltft 1 }. i 7 -y -fk^^*^* J 

MH-aj 9 

SeS^^^rt^Stjife^il^jii^y-fk^fL^^tiS^-y^^^TK^-eOt 
<r)<r>HMR^'^?VJVZ^ y )Vt — ( Bruker ) 5 0 0 NHzN M RglJ ffl V^t # 

. * tfO ^ n| s IS St T * & 4 7 0 . 5 6 MHzT . ^ » * 1 9 F ;b •£ fc . o «y * 
y^c^^^tcM^^^ii^ffifflt. 0ppmt7l/t^ (CC 1 3 F) £-r^T^)X 
^?h/K?)*f-g|Sg|S£i:L*:. n-7^^oytytCC 1 3 F £ 5 mm<0 NMRf 
i - -f iz A *i . - y >u * a y 1- y <d x ? h )U It , 2 * , b co is -v - 

r^V-ttfh*), 1 O (i - 8 7 PPmT h 0 . |<0-tyMi-127, -128 
. tJ J: - 1 3 3 PpmiO 
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(82) 1#*FP8-5 070 7 5 

191. |1I«<0N MR X ? h iVifin $>tltz . 2 0 % v / v CD&y -v tt.mit*% 

®mm& t>&^ ^ ? ^ &n t> ti . e-^-f&fc^wa-s 1 . - 1 2 1 . - 

1 2 2 i - 1 2 6 ppmtc & o £ . @W^^W4>^li;*^^f*I^iS7-yft^{b 
* * £ It ifi S k . ^'-7^^oy^y^{ijfc^6<ji^ttfijt±o35f(:t± : 5r*>o 
fc. 0»;Uf . C 9 F 20 T«, 2 O<0SlJffl<0ftHl*<S^§nfe : 1 O « ift - 8 0 ppm 
T' C F 3 £ *t iE -f & CO T . l> o 1 KD&miiV)- 1 2 5 ppiT C F , (C St « L fc . 

o 

mmm4 o 

^m-ajg$:3ii^-r-s.7t:^oja7-y^j^^?tcj!icoi9F^mm^na^jKa 

^3r-g>iaj£<7DNMRX^;? -f )Vij - ( Bruker ) 5 0 OMHzNMRUg 

£fflV*"C&*: . -?-<7)*ilSSiJl^-C'*>S 470. 56 MHzT* . gg£ 19 F 

. O-y^^^OTt^Kfi^^^aECde-^'^f-^X^^df^K Cd 6 -DMS 
O } ) £ fig m l> . 0 pprnt' 7 1/^^ (CC 1 3 F ) Sr-f^TtfOX^? I- ;K?> 
Jflttit. A'-7^*D h'f^y (liS771C) J: d 6 -DMS0^1{St5m 

L . - 8 1 ppn-C <0^«0ificO7'-^(ijajg^raakLT. 13iT«<l:3{:^?n 
& : 

-81 PPmTg)iEag>|g ( Hz) 18 (t) 

5 1.1 10 2 

5 7.0 8 2 

6 4.6 5 6 0 

a^SrJ£<<£<-rS7t^tc. >^ - 7 * o F r # :x £ ^ y ? ^ 2: 2ID i. ( ffj 2 
%v/v) . ifr i£ «k 3 £ . A--7^taHf*V)5''aH!tt!iA^S*ttiM5 



(83) 



#^F8-5 070 7 5 



: 



m<om (Hz) m. m m 

- 8 2 ppn -12 3. 3 ppa 

21.26 8 7. 17 77 

16 5.89 28 0.50 67 

216.6 34 1.2 57 

290.77 4 36.15 47 

578.27 451.33 37 

57 7. 62 525.11 27 



>f > v # X- mm &&i & k & & z coir m z it-mi- & m it . mm-mmts 

■Sm (mttf . m5&col>co) 5r*ttSSaimaAtl>&. ^^Jra^Ja^rti 

stmt titewmizmitit l . i»F»»asi: LTfcjH-*-*J2i*t-fc:, H«rfc*»rt<o 
* »r «g ic -r s ) . 

il (Phantom) CO 1 9 F 58 M £ L§ H « 

-:7^*uhl)^^T5>£,ll&#J33fc34£ie«L£cfc?K^j£L*:. 

-C*2&LTV>6TfTl£<7>>''-.X:y;2. ( Siemens) 2T MRIll ( 1 Ocu 19 F 
rM /l^ ) A *t *: . x n - 8$ Fil (TE) HOS'JS. f LTSDI^S ( T 
R) t 3 0 0»( 2 5 6 X 2 5 67M)»n) CLt, 5^Stcfc^o-C^-A 
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(84) !Rf^F8-507075 

# m m 
i 

1/2 
1/4 
1/10 
1/5 0 
1/10 0 

<(K^X-^* I W^n^„ iS # f2 3* (1/100 ; 0. 02M) X' CO * . i£ 
jjj£-@L4 2 

3 0 0 s<7) 7 y htc, HSA5Si«^^^!g}S^II*Ifcf*tja ! a6<i>il3t2 0%v 
/v«n-7^^ay fy 2«lS:aALt. 2^@it 5 Hit. ^-yhSrSlft 
LT. §FI». If Ms ffJifc <fc t^M 2: ffi 0 ffl Lfc. * K « i tf . £flFI8£. 1 Ocm 
"F3'f/K'3KLtUS4f MR I^lCAat. TR=lg», TE = 

2 0 § U tK H'C 2 5 6 xl28«f-^h l J'yn ( 2: ;b *> . 1 28« 

ffl 3 — x^y^xg, l e^o^^^Ko^^) "CT 1 inS>' — ^^x^rfflv^TJf 

sf is so 1 9 f m r n%ii. aft?mcosfmmjR<?>n!£i,zttmi~ 

&A<02B#igf&c7)ffIi;*df^>'c0¥^O&3££«. & A <0 5 R&co X* *r > £ 

o$«72o~3o%is;<, ^•-^^^ay^y^gs^wii® (*$*<?><. Si#^£t 



i. 8 u#>-cm& 

0. 9 

0.45 SSf 
0 . 18 

0.09 H» 
0.0 2 
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(8 5) #*¥8-5 07 07 5 

nftmizxz) Hu^fc. ^(ttit, jffj&n&mz *k-rm#>x &n%m®. 

LX V^Tt . 

m m m 4 3 

jrMfci»Mg>>fytf*"F««fti»Bai 

7;l,*nyfy 2mlS: 1 O^EKCi?^oTi±ALfe. & 5 •/ b Z . 1 Ocn's 
Fn^^T3II6LT^S4-rX5MRi§ISk:Afi*:. ■ & £• IX S m £ , y -y b 

1 *r 5 5 yX'mm Ltz . T R = 1 » . TE = 2 0 5'J», fLT 2 5 6 X 1 2 8 

A--7/^ayty#tHSAieft^fi«aAi, 15#S, 2^f^gfc 
J:tf24iSp^B(c. 7yJ-<OB&£JDl-o*:. £ i: L T . ffF 18 i: If 18 <9 0 58 £ ^ 

-f&#>x&ft%wmtfnt>ti. fff mm ft &&^m& & com & %mtf.cD&m t as 

4 

3 0 O|09v MC , H SAaf^--?«rttCiftatt4,jifc2 0%v/v^)A- 
7;L-^DHr^>'/2%^v^y re - 7 /!✓ * a > mt$ XV l 

%3U^fD-;l^) 5ilS:. 1 O^0Cijfc->taAtl». i!Ct:77 h^, 15 
c»3 -< ( I?— X V X ( Siemens) 1 . 5f MR I Hg ) A ix h . ® & ( 

2 5 6 X 2 5 67MJ»;^) £ IX & £ *t> . 1 0 $ 'J^ODTE t 3 0 O^cOT 
R^fiSffl-fS. t-^ Sr JRSfrtC 9 ■/ h * 9 5 V Tiff h . 5 5 U ^ - h 

L < & o 9 y H <0 «fr fc: A *l T . SiSi:^3 T'C-Cx-^SrSXa. 

3£fSfll4 5 
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(86) *W!¥8-507075 

3 0 0 gCOy y h (,Z , H S AUSttT&lftltZm t&*b btltl 2 0 % v / v CO ;\* - 
7;P^nyfy SHIS'. 1 0»^C-b)totaAtS. ^K^'/b*. 15cmn 

4 >V (V- *V X ( Siemens) 1. 5f^7MRIili) CAftJ. II (25 
6x2 56Vh'J-y^^.) tBifcftt, 7 0S'J#<0TE!:3#<0TR?;fI 

ct^sy^aAL. mmm itKTS*, Stf&n t h&^jk* . ^-/b*^ 

ft T . 2 o o -r - ? ( 1 « S & . loli»37iC) T' x - £ & S . 
^SSfflJ4 6 

^ * V — JU&t&ik ( is y 5. *l IV ( Sigma Chemical ) ) H 0;?ny*i 

w ■< x<r>mw 9 * y - t*ti& jt „ ^-/Ps;Ko^T«s^UJt. 

&^£^3S£JI:feJg;*fc:&}8L. A-^V^ - (I^'/V (El zone) % &^ir 

- * ) T'H-jWLT. fe^^-9->fXS:SS^L^. SfW 1 0 0%ii.5 ^oy*I 

y * si t a »k et#jsic{iiSi7oy5fe}ii'ej>s. 

$ < itfif tjHiltS : i: I: i 0 , * * y - A- tf> & ^ £ ft . 

l o * 9 u v *m <r> ? * v - )V%l=? 2. tz . lotSSttfi^ftSit*^ 
^xT.x^y-;P4»^^^y-^^IS^*^^^y-^$-a:IS?-t*-Sc:t^J: 

onsiittss. Tknwttn^izm-itzmffimtfft t>ti&t-c. ran** * y - 
i§ & *• g w & *& s t t t «k v>. tt^^s^s^s-ria l&Sslt „ a 
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SHtW4 7 

W£(f , TA'*VMtGdCl,«»IC»ftti;i:CJ:D, Gd-T* 
4 . »li*iaAfc:ll)tGd-7;^yi8^a/|N«fiif (1> 09 

itr g d -f * v %®m ( wa.tr » Gdc 1 , ) taw^ns* lt „ 
wNa-r/p^f^KSrjni.^.ifc^jrO-^^'rscit^-eS'-i). ,r <o r ^ ¥ y & 

■t h z. b K «fc 0 „ S?oyt-fX<?)Gd-7;KyS<otf #143^1. SW 

) . &££«'f*>'CDi8i8 (0iJi.(f. GdC 1 3> MnC 1 3 . Fe 
C 1 3 *b' ) S: flD S „ ;HTNa-TH^ltt*»3ii. » JPR W & A f£ tf> 
mr I m&M b LZ<r>&mizftLtcGd-TJV*ymcr>,isZ%i$B<? ) it L ?tii'&e > 

*^B3S:V^<oA><7)#iS^SI«t®«^KLT»aL^*<, £ ti t> <n m to *? 3£M 
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[02] 
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0« 1 — I 1 - j * ' i I i i 

0 0.2 0.4 0.6 0.B I 1.2 1.4 1.6 1.8 2 
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